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ABSTRACT OF THE DISCLOSURE I, ‘_ 

This invention relates to certain novel steroids, more 
particularly to 6a-?uoro-11?,17u,21-trihydroxy-16-rnethyl 

2 
4-pregnene-3,20-dione, 6a - ?uoro - 1701,21 - dihydroxy-IG 

methyl - 4 ~ pregnene-3,11,20-trione, 6oc-?I101‘O-1 1;3,17oz,21 
‘ trihydroxy - 16 - methyl - 1,4 - pregnadiene - 3,20 - dione, 

‘60c - ?uoro - 1701,21 - dihydroxy - 16 - methyl - 1,4 - 

5 pregnadiene-3,11,20-trione, the 9a-halo, especially the 91x 
?uoro, compounds corresponding otherwise thereto, 21 
esters of each, the corresponding 21-?uoro and 21-desoxy 
compounds, and intermediates in the production thereof. 

This application is a continuation-in-part of application 
Ser. No. 753,157, ?led Aug. 4, 1958, and Ser. No. 800,090, 

15J ?led Mar. 18, 1959, now abandoned.~ - 
The novel compounds of this invention and a process 

for their production can be illustrated 1by the following 
formulae: ' 
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wherein R is lower-alkyl, i.e., containing from one to eight 
carbon atoms, inclusive, preferably methyl or ethyl, R’ 
is hydrogen or lower-alkyl, preferably hydrogen, R" is an 
aryl or alkyl sulfonyl radical preferably that of a hydro 
carbon sulfonic acid containing from one to twelve car 
bon atoms, inclusive, e.-g., lower-alkyl, methyl, aryl, 
phenyl, p-tolyl, sym.-xylyl-sulfonic acid, n is an integer 
from one to two. Ac is the acyl radical of a hydrocarbon 
carboxylic acid containing from one to twelve carbon 
atoms, inclusive, X is a halogen having an atomic weight 
from 35 to 127, inclusive, i.e., chlorine, bromine or iodine, 
X’ is a halogen having an atomic weight from nineteen to 
127, inclusive, i.e., fluorine, chlorine, bromine, or iodine, 
and X" is hydrogen, ?uorine or chlorine. Lower-alkyl, 
Wherever it appears means containing from one to eight 
carbon atoms, inclusive, e.g., methyl, ethyl, propyl, octyl. 
The dotted line appearing in Formulae XI to XXIV repre 
sents a Al-double bond which may or may not be present, 
i.e., the formulae represent both the A4 and A1»4-com 
pounds. The wavy line employed in the above formulae 
and throughout the speci?cation is a generic expression 
inclusive of the a- and B-con?guration and mixtures there 
of. 

It is an object of this invention to provide the 160: 
epimers and l6?-epimers, as well as mixtures of the 160: 
and 16,B~epimers of the following novel compounds: 6a 
?uoro - 1113,17 ‘1,2l-trihydroxy-16-methyl-4-pregnene-3,20 
dione and 21-esters thereof, 6a,9a-di?uoro-11?,17a,21-tri 

70 

XX 

fliz-F 
H3 “on 

He 

XXI 

hydroxy-l6-methyl-4-pregnene-3,20-dione, esters thereof 
and the 9a-bromo, 9a-i0d0 and 9oc-Chl01‘0 analogues there— 

50 of that are intermediates in the production of the 9u-?uoro 
compound, as well as the 9(11)-dehydro and 9?,11?-epoxy 
intermediates in the production of the 9a-?uoro com 
pound, 6a-?uoro-16-methyl-17a,21-dihydroxy-4-pregnene 
3,11,20—trione and 2l-esters thereof, 6a,9a-di?uoro-16 

55 methyl - 17a,21-dihydroxy-4-pregnene-3,11,2-0-trione and 
21-esters thereof, as well as the 9a-chlor0, 9a-bromo and 
9a-i0d0 analogues thereof, 6a-?uoro-115,17a-dihydroxy 
16 - methyl - 4»pregnene-3,20-dione, 6a-?u0l‘O-9a-Chl01‘0 
and 60¢,9u - difluoro-l15,17a-dihydroxy-16-methyl-4-preg 

60 nene-3,20-dione and intermediates in the production there 
of, 6a - ?uoro - 16 - methyl - 17a-hydroxy-4-pregnene 

3,11,20 - trione, 6oc-Yu0r0-9a-Chl0t0- and 6a,9a-di?uoro 
16 - methyl - 17a-hydroxy-4-pre-gnene-3,11,20-trione, 6oz, 
21-di?uoro - 11,13,17a - dihydroxy-16-methyl-4-pregnene 

65 3,20-dione, 55,21 - di?uoro - 90c - chloro and 6559.131 
tri?uoro - 115,170‘ - dihydroxy-16-methyl-4-pregnene-3,20 

dione, and intermediates in the production thereof, 60;,21 
di?uoro - 16 - methyl - 17a-hydroxy-4-pregnene-3,11,20 

trione, 605,21 - di?uoro - 9a - chloro- and 6a,9a,21-tri 
?uoro - 16 - methyl - l7a-hydroxy-4-pregnene-3,11,20 

trione and intermediates in the production of the above 
compounds, and the A1»4-analogues of each of the above 
compounds. It is another object to provide processes for 

75 the production thereof and pharmaceutical preparations 
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and mixtures thereof. Other objects will be apparent to 
those skilled in the art to which this invention pertains. 
The novel compounds of this invention, especially the 

16oz- and 16,8-epimers and mixtures thereof of 6a-?uoro 
1118,17a,2l-trihydroxy-16-methyl-4-pregnene - 3,20-dione, 
6a-fluoro-16-methyl - 1711,21 - dihydroxy - 4 - pregnene 

3,11,20-trione, 6a-?uoro - 11,8,l7u,21 - trihydroxy - 16 
methyl-1,4-pregnadiene-3,20-dione, 6a-?noro-16-methyl_ 
l7ez,2l-dihydroxy-1,4-pregnadiene-3,l1,20-trione, 604,90: 
di?uoro-l1B,17a,21-trihydroxy-16-methyl - 4 - pregnene 

3,20-dione, 6a,9u-di?uoro-16-methyl-l7u,2l-dihydroxy-4 
pregnene-3,l1,20-trione, 606,90: - di?uoro~11B,17a,21 - tri 
hydroxy-16 - methyl - 1,4-pregnadiene-3,ZO-dione, 60:,904 
di?uoro-16-methyl-l7a,21 - dihydroxy-1,4 - pregnadiene 
3,11,20-trione and their 21-esters as de?ned hereinabove, 
and the 2l-desoxy-21-?uoro and 21-desoxy analogues 
thereof, are highly active anti-in?ammatory agents with 
improved ratio of therapeutic activity to undesirable side 
effects, e.g., gastrointestinal disturbances, salt retention, 
edema, etc., known to exist with similar know physiologi 
cally active steroids. Many of the higher molecular weight 
esters, particularly the ones resistant to hydrolysis and/ 
or more insoluble in body ?uids, provide compounds with 
prolonged activity over the corresponding 21-hydroxy 
compounds. The compounds named above are useful in 
the treatment of various in?ammatory conditions of the 
skin, eyes, respiratory tract and the bones and internal 
organs due to bacterial or viral infections, contact derma 
titis and allergic reactions, rheumatoid arthritis, and 
possess improved therapeutic ratios of anti-in?ammatory 
activity to undesirable side-effects, compared to the cor 
responding compounds without the methyl group. For this 
purpose they may be incorporated in the various inert 
ointments, cremes, lotions and sprays well known in the 
art. They may be combined with the known antibiotics, 
especially the penicillins, neomycin, tetracycline, chloro 
mycetin and novobiocin. The 9oc-Ch101‘0 compounds of 
the present invention, while somewhat less active as anti 
in?ammatory agents than the corresponding 9a-?uoro 
compounds, often have a better therapeutic ratio of anti 
in?ammatory activity to undesirable side-effects, e.g., 
catabolic activity. 

Other of the compounds of the present invention, as 
well as being useful as intermediates in the production 
of the above-described compounds also possess useful 
physiological activity, including glucocorticoid, mineral 
ocorticoid and anti-in?ammatory activity. Notable among 
these are compounds XIII, XIV and XV, and the cor 
responding 21-hydroxy compounds. 
The novel compounds of the present invention are 

prepared from 3,1I-diketo-16u-methyl-4,17(20)-[cis] 
pregnadien-21-oic acid lower-alkyl ester (I) by the fol 
lowing reactions: While the following description relates 
to the preparation of the 16u-methyl compounds of the 
invention it is to be understood that the corresponding 
16,8-methyl compounds of the invention can be obtained 
by exactly the same series of reactions employing the 
16,9-epimer of the starting material (I). In like manner 
by employing as starting material a mixture of the 16oc~ 
and 16/3-epimers of (-I) there can be obtained a mixture 
of the 16m- and IG?-epimers of the various compounds 
of the invention which mixtures can, if desired, be sep 
arated into their components at any particular stage of 
the synthesis by conventional procedures, such as frac 
tional crystallization, chromatography, counter-current 
distribution, and the like, or any combination thereof. 
The 3-keto group of the 16a-epimer of (I) is ketalized 

according to the method of U.S. Pat. 2,707,184 or 
2,758,993 to produce the 3-ketal of 3,11-diketo-16a 
methyl-4,17(20)-[cis]-pregnadien-2l-oic acid lower-alkyl 
ester (II). Ethylene glycol is the preferred ketalizing 
agent and the methyl and ethyl esters are preferred. 
The next step of the process of this invention involves 

the epoxidation of the 5(6)-double bond of a 3-ketal of 
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1 
3,11-diketo - 16a - methyl-4,17(20i)-[cis]-pregnadien - 21 

oic acid lower-alkyl ester with a peracid, e.g., peracetic 
or perbenzoic, or other known epoxidizing agents, to 
produce the corresponding 5,6-epoxide (III). A mixture 
of 'both the a- and ?-e'poxides is produced in this epoxida 
tion reaction, and the mixture can be separated by 
chromatographic or crystallization techniques known in 
the art. The ‘OL-BpOXide is employed in the next step. 
The next step is an epoxide opening step in which a 

3-ketalized 3,11-diketo-5u,6a-epoxy-16a-methyl-17(20) 
[cisJ-allopregnen-Zl-oic acid lower-alkyl ester (III), is 
reacted with hydrogen ?uoride, to open the oxide ring 
and produce the corresponding 3-ketalized 3,11-diketo 
5ot-hydroxy-6/3-?uoro - 16oz - methyl - 17(20)-[cis]-al1o 
pregnen-Zl-oic acid lower-al-kyl ester (V). This epoxide 
opening step is ordinarily carried out at temperatures 
between about minus forty ‘and plus ?fty degrees centi 
grade, the preferred limits being between about zero and 
25 degrees centigrade. It can be performed under anhy 
drous conditions in the presence or absence of a catalyst, 
e.g., boron tri?uoride, or under aqueous conditions in 
which case the ketal group is removed by hydrolysis. 
Reaction conditions, e.g., those disclosed by Schmidlin 
et al., Helv. Chim. Acta, 36, 1241 (1953); Gallagher, 
J. Biol. Chem. 162, 495 (1946); Cornforth et al., J. 
Chem. Soc., 1954, 907 and Fried et al., J. Am. Chem. 
Soc., 75, 2273 (1953), are usually employed. As anhy 
drous conditions are often difficult or inconvenient to 
maintain, the oxide opening reaction is preferably per 
formed under aqueous conditions in which case the ketal 
group will be hydrolyzed at the same time to produce 
IV. The thus-produced 3-keto group of IV can then be 
reketalized in the manner described hereinabove to pro 
duce the corresponding ketal (V). 
The next step of the process of the present invention 

is a reduction step in which a 3-ketalized 3-keto-5a-hy— 
droxy - 6B - ?uoro-l6a-methyl-l7(20)-[cisl-allopregneni 
21-oic acid lower-alkyl ester (V), preferably the 3-ethyl 
ene glycol ketal of 3,11-diketo - 5a - hydroxy-618-?uoro 
l6a-methyl-17(20)-[cis] - allopregnen - 21 — oic acid 

lower-alkyl, preferably methyl or ethyl, ester, is reduced 
with lithium aluminum hydride or other chemical car 
'boxyl reducing agent in an organic solvent, e.g., ether, 
dioxane, tetrahydrofuran, benzene, to produce the cor 
responding 3-ketalized 5a,11/3,21-trihydroxy - 6B - ?uoro 
16u - methyl-17(20)-[cis]-allopregnen-3-one. At comple 
tion of this reaction, the reaction mixture is preferably 
mixed with water or, an acid, an ester or carbonyl agent 
followed by water, to decompose any excess lithium 
aluminum hydride and organo-metal complexes. The 
usual reaction conditions for a lithium aluminum hy 
dride reduction are employed, except that a reaction tem 
perature at room temperature or below is preferred, and 
acid, though operative and satisfactory under carefully 
controlled conditions, is preferably not employed in the 
decomposition step, to avoid undue hydrolysis of the 
ketal group. 
The next step is an esteri?cation reaction involving 

the conversion of the 2l-hydroxy group of a 3-ketal of 
5a,11B,21 - trihydroxy - 6B - ?uoro-16a-methyl-17(20‘) 
[cisJ-allopregnen-Ii-one (VI) to a 2l-acyloxy group so 
as to protect the 21-hydroxy group in the next step, i.e., 
the oxidative hydroxylation step. This reaction can be 
performed under the esteri?cation conditions known in 
the art, e.g., by the reaction of IV with the selected acid 
halide or acid chloride or acid bromide or the anhydride 
of a hydrocarbon carboxylic acid, or by reaction with 
the selected acid, in the presence of an esteri?cation cata 
lyst or with an ester under ester exchange reaction con 
ditions. Reaction conditions which are apt to affect the 
labile 3-ketal group, the 11 B-hydroxy group or the 6-?uoro 
group should be avoided. 

In the next step of the process of this invention, the 
thus-produced ester (VII) is then oxidatively hydroxyl 
ated with osmium tetroxide and an oxidizing reagent, e.g., 
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hydrogen peroxide, organic peracid, an amine oxide per 
oxide, or an aryl iodo oxide, in the manner described in 
US. Pats. 2,769,825, 2,769,823 or in Hogg et al., J. Am. 
Chem. 500., 77, 4436 (1955), to produce the correspond 
ing 3-ketal of 5a,11l3,17a,21 - tetrahydroxy - 6B - fluoro 
16u-methylallopregnane-3,20-dione 21-acylate (VIII). 
The next step of the process of this invention involves 

the simultaneous removal of the 3-ketal group, the dehy 
‘dration of the 5u-hydroxy group and the epimerization 
of the 6,8-?uoro group of a. 3-ketal of 5a,11,8,17a,21 
tetrahydroxy-6?-?uoro — 16m - methylallopregnane-3,20~ 
dione ZI-acylate to produce 6a-fluoro-11,6,17u,21~trihy 
droxy - 1611 ~ methyl - 4 - pregnene-3,20-dione 21-acylate 

(IX). Although these reactions can be performed in se 
quence, i.e., removal of the 3-ketal under mildly acidic 
conditions, the dehydration using Girards Reagent T and 
the epimerization using anhydrous mineral acid, these 
reactions are preferably performed simultaneously. This 
can be accomplished under acidic conditions, preferably 
employing a mineral acid in a lower-alkanol, preferably 
methanol or ethanol, and an inert solvent for the steroid, 
e.g., chloroform or methylene chloride. 
The starting 3,1l-diketo - 16a - methyl-4,l7(20)-[cis] 

pregnadien-21-oic methyl ester is prepared from the 
known l1-keto-16-dehydroprogesterone by the following 
reactions: The 3-keto group of ll-keto - 6 - dehydropro 
gesterone is selectively protected from reaction by con 
version to a 3-enamine, e.g., pyrrolidyl enamine, accord 
ing to procedures well known in the art. The 3-enamine 
of 1l-keto-l6-dehydroprogesterone is then reacted with 
a methyl Grignard reagent, preferably methyl magnesi 
um bromide or iodide, in the presence of a 1,4-addition 
promoting reagent, e.g., cuprous chloride, [see “Grignard 
Reactions,” Kharasch and Reinmuth, Prentice Hall, Inc., 
Publishers (1954), page 219, for a discussion of other 
catalysts], to produce the 3 - enamine of 1l-keto-16a 
methylprogesterone. The 3-enamine group is then hy 
drolyzed, e.g., with aqueous alkali to produce ll-keto 
16a-methylprogresterone. 

1l-keto-l6a-methylprogesterone is then converted to 
3,11-diketo - 16oz - methyl-4,17(20)-[cis]-pregnadien-Zl 

oic acid lower-alkyl ester (I) in the manner described 
in US. Pat. 2,790,814 for the conversion of 11-keto 
progesterone to 3,11-diketo - 4,17(2‘O) - pregnadien-21 
oic acid methyl ester, i.e., 1l-keto-Mot-methylprogester 
one is reacted with more than two molar equivalents 
each of an alkyl diester of oxalic acid, preferably methyl 
or ethyl oxalate, and a base, preferably sodium methox 
ide'or ethoxide or potassium tertiary butoxide, to produce 
the alkali-metal dienolate of 2,21-dialkoxyoxalyl-1l-keto 
Met-methylprogesterone. This compound, or the free enol, 
e.g., prepared by reaction of the alkali-metal dienolate 
with acetic acid, is then trihalogenated with chlorine or 
bromine, preferably the latter, to produce 2-21-dialkoxy 
oxalyl-2,2l,21 - trihalo - ll - keto-l6a-methyprogester 

one. This compound rearranges with strong base, e.g., 
an alkali-metal alkoxide, in the presence of an alkanol, 
e.g., sodium methoxide or ethoxide in methanol or etha 
nol, to produce 2-halo - 3,11 - diketo-16a-methyl-4,17 
(20)-[cis]-pregnadien-Zl-oic acid alkyl ester. The Z-halo 
group is removed by zinc and acetic acid or other halo 
gen removing agent to produce 3,11-diketo - 16:! ~ methyl 
4,17(20)-[cis]-pregnadien-Zl-oic acid alkyl ester (I). 
The starting 3,11-diketo - 16,8 - methyl-4,17(20)-[cis] 

pregnadien-Zl-oic acid methyl ester is prepared from 
the known l6?-methylprogesterone [1. Romo et 211., E01. 
Inst. Quim. Univ. N. Auton. Mex., IV, 125 (1952); 
C.A. 9400a (1954)], by the following reactions: 16!? 
methylprogesterone is bioconverted with a species of 
fungus capable of introducing an lla-hydroxy group, 
i.e., Rhizopus arrihizus or Rhizopus nigricans, to produce 
llOé-hYdI‘OXY - 16/3 - methylprogesterone. This compound 
is oxidized, e.g., with sodium dichromate or an N-halo 
amide or N-haloimide to give 1l-keto-l6?-methylpro 
gesterone. 
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12 
ll-keto - 166 - methylprogesterone is then converted 

to 3,11-diketo - 165 - methyl-4,17(20)-[cis]-pregnadien 
2l-oic acid lower-alkyl ester (1) in the manner described 
for the conversion of 1l-keto-16a-methylprogesterone to 
3,11-diketo-16o¢~methyl - 4,17(20) - [cis] - pregnadien 

2l-oic acid lower-alkyl ester (1) . ' ' 

6a - ?uoro - 1113,17oc,21 - trihydroxy-16a-methyl-4-preg 

nene-3,20-dione (IX’) or its 21-acylate (IX) preferably 
the 21-acetate, can be converted to numerous physio 
logically active steroids. For example, it can be dehydro 
genated in the one position with selenium ‘dioxide or a 
fungus capable of dehydrogenating at the one position 
without otherwise degrading the nucleus, e.g.,‘ of the genus 
Septomyxa, to produce 6a-?uoro-11B,17a,2'1-trihydroxy 
16a-methyl-1,4-pregnadiene-3,ZO-dione (X). This com 
pound, in turn, can be esteri?ed to produce its 21-esters 
(X') according to methods known in the art. ' ‘ ' 

60c - ?uoro - 1l?,17oz,21 - trihydroxy-16a-methyl-4-preg 

nene-3,20-dione 21-acylate (IX) and 6oc-?1101'O—11B,17oz, 
21 - trihydroxy - 16a - methyl-1,4-pregnadiene-3,20-dione 

21-acylate (X'), represented collectively by Formula XI, 
can be oxidized with a N-haloamide or N-haloimide, e.g., 
N-bromoacetamide vin pyridine or' like amine, or with 
chromic acid or sodium dichromate, according to methods 
known in the art, to produce the corresponding ll-keto 
compounds (XII) which, in turn, can be hydrolyzed in 
the manner described herein to produce the corresponding 
21-hydroxy compounds. - > 

The 6a,9a-dihalo compounds of the present invention 
are prepared as follows: dehydrating a 6oz-?t1OI‘0-l1?,17oz, 
21 - trihydroxy - 16cc - methyl-1,4-pregnadiene-3,20-dione 

21-acylate or a 6a-?uoro-11,B,17a,21-trihydroxy-16a 
methyl-4-pregnene-3,20-dione 21-acylate (XI), illustra 
tively with sulfuric acid or preferably with an N-haloamide 
followed by anhydrous sulfur dioxide, produces the 
corresponding 6a-?uoro-16a-methyl-17a,21-dihydroxy-1,4, 
9(11)-pregnatriene-3,20-dione 21-acylate and 6CL-?ll0l'0' 
16a - methyl - 170:,21 - dihydroxy-4,9(11)-pregnadiene-3, 

20~dione 21-acylate, respectively (XIII). Addition of a 
hypohalous acid, i.e., hypochlorous, hypoidous or hypo 
bromous acid, to these latter compounds produces the 
corresponding 6oc-?UOI'O-9a-halO - 11B,17a,21 - trihydroxy 
16a-methyl-1,4-pregnadiene-3,20-dione 21-acylate'iand 6a 
fluoro - 9a-halo-11/3,17a,21-trihydroxy-16a-methyl-4—preg 
nene-3,20-dione 21-acylate, respectively (XIV), which by 
treatment with a base, e.g., anhydrous potassium acetate, 
yields the corresponding epoxy compounds (XV), i.e., 
60¢ - ?uoro - 9,8,11/3 ~ epoxy-16a-methyl-l7a,2l-dihydroxy 

1,4-pregnadiene-3,20-dione 21-acylate and 6a~?uoro-9?, 
11,8-epoxy-16a-methyl-17u,21-dihydroxy - 4 - pregnene - 3, 

20-dione 2l-acylate, respectively. Treatment of these 
epoxy compounds with hydrogen ?uoride -or other 
hydrogen ?uoride releasing agents produces the highly 
active 6a,9a-di?uoro-1 1B,17a,2l-trihydroxy-16a-methyl-1, 
4-pregnadiene-3,20-dione 21-acylate and 6a,9a-di?uoro 
1l?,17a,21-trihydroxy-16a-methyl-4-pregnene-3,20 - dione 
21-acylate, respectively (XVI). Oxidation of these latter 
compounds, preferably the ZI-acetate, with chromicacid 
in acetic acid provides 60¢,9m-dl?ll01'0-l6d-mellhyl-17ot,21 
dihydroxy-1,4-pregnadiene-3,20~dione 21-acylate and 6a, 
9a - difluoro - 16a-methyl-17a,21-dihydroxy-4-pregnene-3, 

11,20-trione 21-acylate, respectively (XVII). Hydrolysis 
of the esters XVII with a base, e.g., aqueous sodium 
hydroxide or sodium bicarbonate, provides the, free 
alcohols 6a,9a-di?uoro-16a-methyl-17u,21-dihydroxy-1,4 
pregnadiene-B'J1,20-trione and 6a,9a-difluoro-16a-methyl 
l7<x,21~dihydroxy-4-pregnene-3,11,20-trione. The esters of 
XVI are similarly hydrolyzed to the corresponding 
21-hydroxy compounds. . _ 

The 60:,21-di?1101‘0 compounds of the present invention 
are prepared by treating 6a-?uoro-11,8,17a,21-trihydroxy 
16a-methyl-1,4-pregnadiene-3,20-dione and 6a-?uoro-11?, 
1711,21-trihydroxy-16ot-methyl-4-pregnene-3,20-dione, re 
spectively, (XVIII) or the corresponding ll-keto com 
pounds or their 9ot-chloro or 9oz-?ll0f0 analogues with 
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an organic sulfonyl halide such as methanesulfonyl 
chloride, toluenesulfonyl chloride, toluenesulfonyl bro 
mide, benzenesulfonyl chloride, naphthylenesulfonyl chlo 
ride, or the like, to obtain the corresponding 21-sulfonate 
ester (XIX), e.g., 6a-?uoro-1l/8,17a,21-trihydroxy-l6a 
methyl-4-pregnene-3,20-dione 2l-methylsulfonate or 21-p 
toluenesulfonate or their 9a-chloro or 9a-?uoro analogues; 
treating the thus-produced 21-alky1 or aryl sulfonate with 
sodium iodide in acetone solution to obtain the corre 
sponding 2l-iodo compounds (XXII), e.g., Goz-?uOI‘O-l 15, 
17a - dihydroxy - 16a - methyl-2l-iodo-1,4-pregnadiene-3, 

20-dione and 6a-?uoro-11B,17a-dihydroxy-16a-methyl-2l 
iodo-4-pregnene-3,20-dione or their 9oc-flUOI‘O or 9a-Chl0l‘0 
analogues; treating the thus-obtained 2l-iodo compounds 
with silver ?uoride, preferably in acetonitrile solution to 
obtain the corresponding 21-?uoro compound (XX), 
e.g., 6a,2l - di?uoro - 11,8,17a-dihydroxy-16u-methyl-1,4 
pregnadiene-3,20-dione and 6a,21-di?uoro-11B,17a-dihy 
droxy-l6u-methyl-4-pregnene-3,20-dione or their 9a-?ll0r0 
or 9a-chloro analogues; and if desired oxidizing the 
thus-obtained 21-?uoro compounds with chromic anhy 
dride, N-bromoacetamide, N-bromosuccinimide, or the 
like, to give the corresponding ll-keto compounds (XXI), 
e.g., 6a,2l-di?uoro-l6a-methyl-17a-hydroxy-1,4-pregnadi 
ene-3,ll,20-trione and 6a,2l-di?uoro-l6u-methyl-17m 
hydroxy-4-pregnene-3,l1,20-trione or their 9u-?uoro or 
9oc-Chl01'0 analogues. Alternatively, the 21-sulfonate, 
preferably the 21-methylsulfonate, can be treated directly 
with potassium ?uoride in dimethyl sulfoxide, e.g., at 
100 degrees for eighteen hours or longer, to produce 
the 60:,21-di?l101'0 compounds directly. The corresponding 
ll-keto analogues of these compounds, prepared by oxidiz 
ing the IIB-hydroxy group of a compound represented 
by Formula XIX, are similarly converted from their 
21-sulfonate ester directly to the 21-?uoro compounds. 
The ZI-unsubstituted compounds of the present inven 

tion (XXIII, XIV), are prepared by treating a 21-iodo 
compound (XXII), e.g., 6u-?uoro-11B,17a-dihydroXy 
16a-methyl-2l-iodo-1,4-pregnadiene-3,20-dione and 6a 
?uoro - 11,13,175: - dihydroxy - l6ot-methyl-21-iodo-4-preg 

nene-3,20-dione, with a reducing agent such as sodium 
thiosulfate, sodium bisul?te, potassium bisul?te, or the 
like, in an aqueous organic solvent mixture, to obtain 
the corresponding ZI-unsubstituted compound (XXHI) 
and if desired oxidizing the thus-obtained 21-unsubstituted 
compound with chromic anhydride, N-bromoacetamide, 
N-bromosuccinimide, or the like, to give the correspond 
ing ll-keto compound (XXIV), e.g., Ga-?IIOrO-l?a 
methyl - 17a - hydroxy-l,4-pregnadiene-3,11,20-trione and 
6a-fluoro-l6rx-methyl-17a-hydroxy - 4 - pregnene - 3,11,20 

trione. The 9oz-Chl01‘0 and 9a-?uoro-21-unsubstituted 
compounds (XXIII, XXIV, X"-=Cl, F) are prepared by 
substituting the corresponding 9a-halo-21-iodo compounds 
(XXII, X"'=Cl, F) as starting compounds in the above 
described reaction or converting the 9-hydrogen com 
pounds to 9u-chloro and 9a-?uoro compounds via the 
9(11)-dehydro compound in the manner described herein 
before. '_ 
The following preparations and examples are illus 

trative of the products are processes of this invention, 
but are not to be construed as limiting. 

PREPARATION 1 

11~kef0-1 6 u-methyl progesterone 

To a hot solution of 4.56 grams (0.014 mole) of 11 
keto-16-dehydroprogesterone in 45 milliliters of methanol 
was added 2.25 milliliters of pyrrolidine with swirling. The 
reaction product, the 3-pyrrolidyl enamine of 11-keto-16 
dehydroprogesterone, soon separated as yellowish crystals. 
After cooling to ?ve degrees, the mixture was ?ltered, the 
cake washed with cold methanol and dried under vacuum. 
There was obtained 4.5 6 grams of 3-pyrrolidyl-3,5,l6 
pregnatriene-11,20-dione melting at 154 to 169‘ degrees 
centigrade. 
A solution of the thus-obtained enamine in 110 milli 
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liters of tetrahydrofuran was added slowly to a stirred 
suspension of 45 milliliters of commercial three molar 
methyl magnesium bromide, 0.90 gram of cuprous chloride 
and ?fty milliliters of tetrahydrofuran. The mixture was 
cooled to room temperature and stirred under a nitrogen 
atmosphere for three hours. The excess Grignard reagent 
was cautiously destroyed by the dropwise addition of 
6.5 milliliters of water. To the mixture, containing 3 
pyrrolidyl-16a-methyl-3,5 - pregnadiene - 11,20-dione, was 
added four milliliters of acetic acid and sixteen milliliters 
of methanol and the mixture was warmed until a clear 
dark yellow solution was obtained. Sixteen milliliters of 
a ten percent aqueous solution of sodium hydroxide was 
added, bringing the pH to 8. The mixture was heated 
under re?ux for 45 minutes. One milliliter of acetic acid 
and 250 milliliters of water were added and the cooled 
mixture was extracted three times with methylene chlo 
ride. The combined extracts were washed with aqueous 
sodium bicarbonate solution, water and then dried with 
sodium sulfate. The dried solution was evaporated and 
the residue, consisting essentially of 11-keto-16a-methy1 
progesterone, was dissolved in 400 milliliters of methyl 
ene chloride and chromatographed through a ZOO-gram 
column of magnesium silicate (Florisil). The column was 
developed with 400-milliliter portions of solvent of the 
following composition and order: ?ve of hexanes (Skelly 
solve B) plus three percent acetone, ?ve of hexanes plus 
?ve percent acetone, eight of hexanes plus seven percent 
acetone, ?ve of hexanes plus ten percent acetone, four 
of hexanes plus ?fteen percent acetone and ?nally, one 
of acetone. Fractions 9 to 25 (counting the methylene 
chloride fraction) were combined and recrystallized from 
a mixture of acetone and water to give 2.03 grams of 11 
keto-16a-methylprogesterone melting at 179 to 182 degrees 
centigrade. A sample recrystallized from a mixture of 
ethyl acetate and hexanes melted at 183 to 185 degrees 
centigrade, had an [04]]; of plus 255 degrees (CHCl3), 

X213; me am 15,850 

and the analysis below. 
Calc’d for C22H30'O3 (percent): C, 77.15; H, 8.83. 

Found (percent): C, 76.95; H, 8.98. 
PREPARATION 2 

3,11-diket0-1 6u-methyl-4J 7(20 ) -[cis] -pregnadien-21-0ic 
‘ acid methyl ester 

A solution of 2.00 grams (5.8 millimoles) of ll-keto 
l6a-methylprogesterone in thirty milliliters of dry tertiary 
butyl alcohol was warmed to ?fty degrees centigrade and 
stirred under nitrogen. To the solution was added 3.2 
milliliters of ethyl oxalate and 3.03 grams of a 25 per 
cent methanolic sodium methoxide solution. A yellow 
green precipitate of the sodium dienolate of 2,2l-diethoxy 
oxalyl-l1-keto-16ot-methylprogesterone appeared almost 
immediately. 
The mixture was stirred for twenty minutes after which 

a cooled solution of 0.98 gram of anhydrous sodium 
acetate and 0.84 milliliter of acetic acid in forty milliliters 
of methanol was added, thus producing the free dienol. 
The solution was cooled to zero degrees centigrade and 
then treated dropwise with a cold solution of 2.0 grams 
of bromine in methanol over a period of ten minutes. 
There was thus-produced 2,21,21-tribromo-2,2l-diethoxy 
oxalyl-ll-keto-16tr-methylprogesteroneL . 
The cooling bath was removed and to the solution was 

added 5.72 grams of a 25 percent methanolic sodium 
methoxide solution. The stirring was continued for 2.5 
hours. There was thus produced 2-bromo-3,1l-diketo-16a 
methyl-4,17(20)-[cis]-pregnadien - 21 - oic acid methyl 
ester. 
To the resulting solution was then added ?ve milli 

liters of acetic acid and one gram of zinc dust and stirring 
was continued for thirty minutes. The mixture was diluted 
with water, the solids were removed by ?ltration, and the 
?ltrate extracted thoroughly with methylene chloride. The 
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extract was dried with sodium sulfate and evaporated. The 
residue was dissolved in 400 milliliters of methylene chlo 
ride and poured over a ZOO-gram column of magnesium 
silicate (Florisil). The column was developed with 400 
milliliter portions of solvent of the following composition 
and order: four of hexanes (Skellysolve B) plus ?ve per 
cent acetone, ten of hexanes plus seven percent acetone, 
ten of hexanes plus ten percent acetone and ?nally, one of 
acetone. Fractions 14 to 23 (counting the methylene chlo 
ride fraction) contained starting 11 - keto-16a-methyl 
progesterone. Fractions 7 to 12 contained 3,11-dlk6tO-l6ot 
methyl-4,17(20)-[cis]-pregnadien-21-oic acid methyl ester 
which, when crystallized from methanol and water and 
then from methanol, melted at 177 to 184 degrees centi 
grade, has a 

_ ‘ k213i, 232.5 III/1., aM 26,200 

an [0th of plus 137 degrees (CHCl3) and the analysis 
below. 

CalC’d for C23H3004 (percent): C, H, 
vFound (percent): C, 74.58; H, 8.04. 

' ' The yield of product is increased if the initial reaction 
of 1l-keto-l6a-methylprogesterone with ethyl oxalate and 
sodium methoxide is conducted at somewhat higher tem 
peratures and/or with longer reaction times. 

PREPARATION 3 

1 1 -ket0-1 6?-methyl progesterone 

‘ A medium was prepared containing ten grams of Cere 
lose dextrose technical grade and twenty grams of corn 
steep liquor (sixty percent solids) in suf?cient tap water 
to make up one liter of solution. One hundred liters of 
such a medium was adjusted by the addition of 25 per~ 
cent sodium hydroxide solution to a pH of 5. Thereto 
was then added 400 milliliters of lard oil and lard-oil 
octadecanol as an anti-foaming agent. This medium was 
sterilized for 45 minutes at twenty pounds pressure and 
inoculated with Rhizopos nigricans minus strain, American 
Type Culture Collection No. 6227b, and incubated for 
24 hours at a temperature of 28 degrees centigrade using 
a rate of aeration and stirring such that the oxygen uptake 
was 6.3 to seven millimoles per hour per milliliter of 
sodium sul?te according to the method of Cooper, Fem 
strom and Miller, Ind. Eng. Chem. 36, 504 (1944). To 
this medium containing a 24-hour growth of Rhizopus 
nigricans minus strain was added six grams of IGB-methyl 
progesterone in 150 milliliters of acetOne to provide a 
suspension of the steroid in the culture. After an addi 
tional 24-hour period of incubation under the same con 
ditions of temperature and aeration, the beer and mycelium 
were extracted. The mycelium was ?ltered, washed twice 
each time with a volume of acetone approximately equal 
to the volume of the mycelium, and extracted twice, each 
time with a volume of methylene chloride approximately 
equal to the volume of the mycelium. The acetone and 
methylene chloride extracts including solvents were added 
to the beer ?ltrate. The mixed extracts and beer ?ltrate 
were extracted successively with two one-half by volume 
portions of methylene chloride and then with two one 
fourth by volume portions of methylene chloride. The 
combined methylene chloride extracts were washed with 
two one-tenth by volume portions of a two percent aque 
ous solution of sodium bicarbonate and then with two 
one-tenth by volume portions of water. After drying 
the methylene chloride extracts with about three to ?ve 
grams of anhydrous sodium sulfate per liter of solvent 
and ?ltering, the solvent was removed by distillation. The 
residue was dissolved in a minimum of methylene chloride, 
?ltered and the solvent then evaporated. The crude 1613 
methyl-llot-hydroxyprogesterone was oxidized directly to 
16 ,B-methyl-l l-ketopro gesterone. 
A solution was prepared containing 3.5 grams of the 

crude 16?-methy1-1lot-hydroxyprogesterone in 240 milli 
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liters of acetic acid at room temperature; Thereto was 
added dropwise a solution of 0.82 gram of chromium 
trioxide in 82 milliliters of acetic'acid and 0.8 milliliter 
of water. During the addition the temperature was main 
tained between twenty to 23 degrees centigrade and there 
after for another period of one and one=half hours. The 
reaction mixture was then ‘diluted with one literof water 
and extracted with six 150-milliliter portions of methylene 
chloride. The extracts were, combined, washed with ‘dilute 
sodium bicarbonate solution and water, dried overlanhy 
drous sodium sulfate and evaporated to drynessyunder 
reduced pressure. The thus obtained IGB-methyl-ll-keto 
progesterone was recrystallized from methanol. I 

PREPARATION 4‘ ' 

3 -1 I -diket0-1 o?-m ethyl-4,1 7 (2,0 )'- [cis] -pregnadien-21.-. 
' > oic acid methyl ester ' . . 

A solution of 2.00 grams (5.8 milliinoles) of 'll-keto 
l6?-methylpro'gesterone in thirty milliliters of dry tertiary 
butyl alcohol was warmed to ?fty degrees centigrade and 
stirred under nitrogen. To the solution lvwas added 3,2 
milliliters ofethyl oxalate and 3.03 grams of af25-percent 
methanolic sodium methoxide, solution. A yellow-green 
precipiate of the sodium dienolate of 2,2l-diethoxyoxalyl 
1l-keto-16,8-methylprogesterone' appeared almost im 
mediately. - - _ . 

The mixture was stirred for twenty minutesafter which 
a cooled solution of 0.98 gram of anhydrousrsodium 
acetate and 0.84 milliliter of acetic acid in forty milliliters 
of methanol was added, thus producing the'free'dienol. 
The solution was cooled to zero degrees centigrade and 
then treated 'dropwise with “a'cold solution of'2.0 grams 
of bromine in methanol over a period of ten minutes. 
There was thus-produced 2,21,21-tribromo-2,2l-diethoxy 
oxalyl-l 1~keto-lé?qmethylprogesterone. I ' ‘ 

‘The cooling bath'was ‘removed and to the solution was 
added 5.72'grams of a‘ 25 percent methanolic sodium 
methoxide solution. The stirring was continued for 2.5 
hours. There was thus produced 2-bromo-3,11*-diketo 
16B-methyl-4, 17 (20) - [cis] -pregnadien-21-oic acid‘ methyl 
ester. ' - i ' - 

To the resulting solution was then added ?ve milliliters 
of acetic acid and one gram of zinc dust and ‘stirring was 
continued for 'thirty’minute's. The mixture was diluted 
with water, the solids were removed by ?ltration, and the 
?ltrate extracted thoroughly with methylene chloride. The 
extract was dried with sodium sulfate and evaporated. 
The residue was dissolved in‘ 400 milliliters of methylene 
chloride and poured over a ZOO-gram column of mag 
nesium silicate (Florisil). The column was developed with 
400-milliliter portions of solvent of'the following‘jcomposi 
tion and order: four of hexanes (Skellysolve'B) plus 
?ve-percent acetone, ten of hexanes plus seven percent 
acetone, ten of‘ hexanes plus ten percent acetone and 
?nally, one of acetone. Fractions 14 ‘to 23' (counting ‘the 
methylene chloride fraction) contained starting ll-keto 
16B-methylprogesterone. Fractions 710 12. contained 3,11 
diketo-16?-methyl-4,1'7(20)-[cis]=pregnadien-21 - oic acid 
methyl ester. ' ' > 

The yield of product is increased if the initial reaction 
of 1l-keto-l6?-methylprogesterone with ethyl oxalate and 
sodium methoxide- is conducted at somewhat higher tem— 
peratures and/ or with longer reaction times. - > . ~ 

Examples showing the preparationof the 16a-methyl 
compounds of the‘ invention:' ' ' ' '- > 

EXAMPLE 1 

The 3-ethylene glycol ketal of 3,11-diketo-16u-methyl-4, 
17(20)-[cis]~pregnadien-2l-0ic acid methyl ester 

To a solution of 1.5 grams of 3,11-diketo-16u-‘methyl‘ 
4,17(2‘0)-[cis]~pregnadien-21-oic acid methyl ester dis 
solved in 150 milliliters of benzene was added 7.5 milli 



3,557,158 
17 

liters of ethylene glycol and 0.150 gram of para-toluene 
sulfonic acid and the whole was then heated with stirring 
at the re?ux temperature of the reaction mixture for 5.5 
hours. The water formed in the reaction was removed by 
passing the condensate through a water trap. The cooled 
reaction mixture was washed with 100 milliliters of a 
one percent aqueous sodium bicarbonate solution. The 
benzene layer was then poured on a column of 150 grams 
of magnesium silicate (Florisil). The column was de 
veloped with 100-milliliter portions of solvent of the fol 
lowing composition and order: eight portions of methyl 
ene chloride plus four percent acetone and three portions 
of methylene chloride plus eight percent acetone. The 
methylene chloride plus four percent acetone eluates con 
tained the 3-ethylene glycol ketal of 3,l1-diketo-16a 
methyl-4,17(20)-[cis]-pregnadien-2l-oic acid methyl es 
ter which was freed of solvent by evaporation. , 

‘Reacting 3,11-diketo-16a-methyl - 4,l7(20) - [cis] 
pregnadien-Zl-oic acid methyl ester with trimethylene 
glycol in the presence of para-toluenesulfonic acid is pro 
ductive of the 3-trimethylene glycol ketal of 3,1l-diketo 
16a - methyl-4,l7(20)-[cis]-pregnadien - 21 - oic acid 

methyl ester. ' 

Similarly, other 3-ketals of this and other esters of 3, 
ll - diketo - 16a - methyl - 4,l7(20) - [cis] - pregnadien 

2l-oic acid methyl ester are produced by the reaction of 
the selected ester of 3,11 - diketo-16a-methyl-4,l7(20)~ 
[cis]-pregnadien-Zl-oic acid, e.g., methyl, ethyl, propyl, 
butyl, or octyl ester, with a glycol as hereinbefore de 
scribed, e.g., ethylene glycol, propylene glycol, trimethyl 
ene glycol, lower-alkyl substituted ethylene glycols or tri 
methylene glycols, in the presence of an acid catalyst, 
e.g., paratoluenesulfonic acid, hydrogen chloride, sulfuric 
acid. 

EXAMPLE 2 

3-ethylene glycol ketal of 3,11-diket0-5u,6a-ep0xy-16a 
methyl-17(20)-[cis]-pregnen-21-0ic acid methyl ester 

To ‘a solution of ?ve grams of the 3-ethylene glycol 
ketal of 3,11-diketo-l6u-methyl - 4,l7(20) - [cis]-preg_ 
nadien-21-oic acid methyl ester in 100 milliliters of chlo 
roform was added a chilled solution of 1.9‘ grams of per 
benzoic acid dissolved in 31.5 milliliters of chloroform. 
The solution was maintained at about four degrees centi 
grade for 24 hours, and then at room temperature for 72 
hours. The solution was then washed with a ?ve percent 
aqueous solution of sodium bicarbonate and then with 
water. The chloroform layer was separated, dried and the 
solvent distilled to give a residue of the 3-ethylene glycol 
ketal of 3,11-diketo - 504,60‘ - epoxy - 16cc - methyl-17(20) 

[cis]~pregnen-2l-oic acid methyl ester. 

EXAMPLE 3 

3,11 -diket0-5tx-hydr0xy-6ot-?u0r0-16a-methyl-1 7 (20) - 
allopregnen-ZI -0ic acid methyl ester 

To a solution of 1.73 grams of 3-ethylene glycol ketal 
of 3,11-diketo-5a,6a-epoXy-l6a - methyl - 17(20)-[cis] 
pregnen-Zl-oic acid methyl ester in sixteen milliliters 
of methylene chloride was added six milliliters of 48 per~ 
cent hydrofluoric acid. The heterogeneous mixture was 
stirred for two hours, made slightly basic with 300 milli 
liters of ?ve percent sodium bicarbonate solution, and 
extracted with methylene chloride. The extract was washed, 
dried, and evaporated to dryness to give 1.62 grams of 
crude solid. Puri?cation by chromatography over mag 
nesium silicate gave two fractions. The ?rst was eluted 
with methylene chloride plus ?ve percent acetone and the 
second was eluted with methylene chloride plus ten and 
twenty percent acetone. Crystallization of the ?rst frac 
tion from a mixture of acetone and Skellysolve B hex 
anes gave 3,1l-diketo-5a-hydroxy - 6B - ?uoro - 16a 

methyl-17(20)-allopregnen-2l-oic acid methyl ester. 
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EXAMPLE 4 

3-ethylene glycol ketal of 3,11 - diketo - 50c - hydroxy-G? 
?u0r0-16a-methyl - 17(20) - [cis] - allopregnen - 21 

oic acid methyl ester 

A mixture of 1.9 grams of 6/8-?uoro-3,1l-diketo-5ot 
hYClI‘OXY-16ot-Ill6thYl-l7(20) - [cis] - allopregnen-Zl-oate, 
59 milligrams of para-toluenesulfonic acid monohydrate 
and 31 milliliters of distilled ethylene glycol was added 
to 800 milliliters of benzene. The mixture was stirred and 
refluxed for two hours, with the condensate passing 
through a water trap to remove the water. Then the mix 
ture was cooled, washed with water and evaporated to 
dryness to give a crude solid which on recrystallization 
from a mixture of acetone and hexanes gave the 3-ethyl 
ene glycol ketal of 3,1l-diketo-5a-hydroxy-6B-?uoro-16a 
methyl-17- (20)- [cis] -allopregnen-21-oic acid methyl ester. 

Following the above procedure, substituting other di 
hydric alcohols for ethylene glycol, for example, 1,2-pro 
pylene glycol, 2,3-butanediol, 1,3-butanediol and 2,3-pen 
tanediol, is productive of the respective 3-alkylene ketals 
of 3,1l-diketo-5a-hydroxy-6/3-?uoro - 16oz ‘- methyl - 17 
(20)-allopregnen-2l-oic acid methyl ester. 

EXAMPLE 5 

To a solution of 1.96 grams of the 3-ethyleneglycol 
ketal of 3,11-dlkei10-5oL-hYdI‘OXY-GB-?LIOI‘O-16oL-Il’l6’thYl 
17(20)-[cis]-allopregnen-2l-oie acid methyl ester in 1850 
milliliters of anhydrous ether was added 3.7 grams of 
lithiumaluminum hydride. The mixture was stirred for 
a period of one hour, and 200 milliliters of water was 
added slowly, the ether phase separating. The aqueous 
phase was extracted with ethyl acetate and the extracts 
added to the ether phase. The combined ether-ethyl 
acetate solution was washed with Water, dried and 
evaporated to dryness under reduced pressure. The crude 
solid residue was crystallized from acetone-Skellysolve 
B hexanes to give the 3-ethylene glycol ketal of 50:,115, 
21-trihydroxy-6/3-?uoro-16ot-methyl - 17(20) - [cis] - al 

lopregnen-3-one. 
EXAMPLE 6 

The 3-ethylene glycol ketal 0]‘ 5a,]118,21-trihydr0xy-6? 
?uoro - 16a - methyl-17(20)-[cis]-all0pregnen - 3 - one 

21 -acetate 

0.87 gram of the 3-ethylene ketal of 5u,ll,B,2l-trihy 
droxy-6/3-?uoro-16a-methyl-l7 (20)-[cis1-allopregnen - 3 
one was dissolved in ten milliliters of acetic anhydride 
and ten milliliters of pyridine. The solution was main 
tained sixteen hours at room temperature and then 
poured into ice water to give the 3-ethylene glycol ketal 
of 5a,1113,2l-tI‘ihYdl‘OXY-?B-?llOl‘O-16oz 5 methyl - 17(20) 
[cis] -allopreg-nen-3-one 2 l-acetate. 

Similarly, other 21-organic carboxylic acid esters of 
511,1 15,21-trihydroxy-6;3-?uoro-l6a-methyl-17(20) - [cis] - 
allopregnen-3-one 3-ethylene ketals can be prepared 
wherein the 21-acyloxy group is formyloxy, propionyloxy, 
butyryloxy, valeryloxy, hexanoyloxy, heptanoyloxy, 
octanoyloxy, benzoyloxy, phenylacetoxy, or the like, by 
contacting the 3-ethylene ketal of 5u,ll,8,2l-trihydroxy 
6?-?uoro-l6a-methyl-l7(20)-[cis] - allopregnen - 3 - one 

with the appropriate acylati-ng agent, e.g., the anhydride 
or acid halide of the selected acid in a solvent such as 
benzene, toluene, acetic acid, or the like, preferably in 
the presence of pyridine or a similar amine. ' 

EXAMPLE 7 

The 3-ethylene glycol ketal 0f 5a,11/3,17a,21-tetrahy 
droxy - 6B - ?uoro-l6ot—methylall0pregnane-3,20-di0ne 
21-acetate 

To a solution of 0.93 gram of the 3-ethylene glycol 
ketal of 5a,l1,8-dihydroxy-6?-?uoro-16a-methyl - 17(20) 
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allopregnen-3-one 2l-acetate in 35 milliliters of tertiary 
butyl alcohol was added one milliliter of pyridine, 2.75 
milliliters of two molar N—methylmorpholine oxide perox 
ide (US. 2,769,823) in tertiary butyl alcohol, and 13.1 
milligrams of osmium tetroxide in tertiary butyl alcohol 
(9.1 milliliters of tertiary butyl alcohol solution contain 
ing 1.44 milligrams osmium tetroxide per milliliter). 
The solution was stirred for a period of eighteen hours 
and ?fteen milliliters of ?ve percent sodium hydrosul?te 
was added. Stin‘ing was continued for an additional ten 
minutes, at which time 0.7 gram of ?nely ground syn 
thetic magnesium silicate was mixed into the solution 
fora period of twenty minutes and then removed by 
?ltration. The ?ltrate was evaporated to dryness under 
reduced pressure at a temperature of less than ?fty de 
grees centigrade. The residue was dissolved in methylene 
chloride, washed with water, dried and evaporated to 
dryness. The residue‘ was crystallized from acetone 
Skellysolve B hexanes to give the 3-ethylene glycol ketal 
of 5u,11B,17u,2l-tetrahydroxy-6B-?uoro - 16cc - methylal 
lopregnane-3,20-dione 2l-acetate. 

EXAMPLE 8 

A solution of 0.144 gram of the 3-ethylene glycol ketal 
of 5a,11,8,1711,21-tetrahydroxy-6?-?uoro-16a - methylal 
1opregnane-320-dione 2l-acetate in twelve milliliters of 
chloroform and 0.1 milliliter of absolute alcohol was 
cooled to minus ten degrees centigrade in an ice-salt 
bath and a stream of anhydrous hydrochloric acid was 
gently bubbled through the solution for 2.5 hours while 
the temperature was maintained between minus ?ve 
and minus ?fteen degrees centigrade. The solution was 
then diluted with 25 milliliters of chloroform, washed 
With dilute sodium bicarbonate and water, dried over 
anhydrous sodium sulfate, and evaporated to dryness 
under reduced pressure at sixty degrees centigrade or 
less to give 6a-?uoro-11,8,17a,21-trihydroxy-16a-methyl 
4-pregnene-3,20-dione 21-acetate. 

EXAMPLE 9 

A medium consisting of one percent dextrose hydrate, 
two percent cornsteep liquor of sixty percent solids and 
tap water was adjusted to pH 4.9 with sodium hydroxide. 
The medium was steam sterilized at ?fteen pounds pres 
sure for thirty minutes, cooled, and then inoculated with 
a 24-hour growth, from spores, of Septomyxa a?nis, 
A.T.C.C. 6737. The medium was agitated, and sparged 
with sterile air at the rate of one-tenth volume of air 
per volume of medium per minute. At the end of 24 
hours of fermentation at room temperature, the pH 
was about 7.4. To this culture there was added a solu 
tion of 6a-?uoro-l1?,17a,2l~trihydr0xy-16a - methyl - 4 
pregnene-3,20-dione 2l-acetate dissolved in a minimal 
amount of diethylformamide. The solution ‘was prepared 
by dissolving ?ve parts of the steroid in 100 parts of the‘ 
solvent and adding about ten cc. of the solution per liter 
of the medium. Fermentation was continued for a period 
of 48 hours whereupon the mycelium and ‘beer were 
extracted thoroughly with methylene chloride. The ex 
tract was washed with sodium bicarbonate solution and ' 
then, with water, dried and concentrated in vacuo to 
give 6a-?uoro-llB,17a,2l-trihydroxy-16a - methyl - 1,4 
pregnadiene~3,20-dione. , 

Following the procedure of Example 9, but substituting 
as starting material 6a-?uoro-11B,17a,21-trihydroxy-16a 
methyl-4-pregnene-3,20-dione Zl-acetate there was like— 
wise produced 6a-?uoro - llf3,l7a,2l - trihydroxy - 16a 

methyl-1,4-pregnadicne-3,20-dione. 
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EXAMPLE 1O 

6 oc-?llOl'O-I 15, I 7 a,21 -trihydr0xy-1 6mmezhyl-4-pregrtene 
3,20-di0ne 

A solution of 1.1 grams of 6u-?uoro-11,8,l7a,2l-trihy 
droxy-16a-methyl-4-pregnene-3,20-dione 21-acetate, one 
gram of potassium bicarbonate, 100 milliliters of metha 
nol and ?fteen milliliters of water were mixed together 
and purged with nitrogen to remove dissolved oxygen 
While stirring at 25 degrees centigrade for four hours. 
The solution was then neutralized by addition of acetic 
acid and distilled under vacuum to remove the methanol. 
The residue was extracted with 100* milliliters of methylene 
chloride, and the extract was dried over sodium sulfate 
to give a solution of 6a-?uoro-l1,8,17a,21-trihydroxy-16a 
methyl-4-pregnene-3,20-dione which was freed of solvent 
by evaporation. 

EXAMPLE 11 

1.5 grams of 6a - ?uoro-l1?,17a,21-trihydroxy - 16a 
methyl-1,4-pregnadiene-3,20-dione was dissolved in twenty 
milliliters of pyridine and ?fteen milliliters of acetic an 
hydride and the mixture heated at forty degrees centigrade 
for four hours. The solution was cooled and then slowly 
diluted with water. The precipitated steroid was removed 
by ?ltration, washed with water and dried to give 6a-?uo 
ro-11,8,17a,2l-trihydroxy-16u-methyl-1,4-pregnadiene - 3, 
20-dione 21-acetate. 

6a-?uoro-11,8,17a,21-trihydroxy - 16a - methyl - 1,4 

pregnadiene-3,20~dione is converted to other 21-esters by 
reaction with the appropriate acid anhydride, acid chlo 
ride or bromide or by other methods known in the art, 
e.g., by ester exchange, acid in the presence of an ester 
i?cation catalyst, etc., to produce 6a-fluoro-11?,17a,21 
trihydroxy-16a-methyl-1,4-pre-gnadiene-3,20 - dione 21-ac 
ylates which include those wherein the acyl radical of the 
21-acylate group is the acyl radical of, for example, a 
lower aliphatic acid, e.g., formic, propionic, butyric, iso 
butyric, valeric, isovaleric, trimethylacetic, 2-methyl 
butyric, 3-ethylbutyric, hexanoic, diethylacetic, triethyl 
acetic, heptanoic, octanoic, a-ethylisovaleric, a cyclic acid, 
e.g., cyclopropylideneacetic, a cycloaliphatic acid, e.g., cy 
clopentylformic, cyclopentylacetic, ,B-cyclopentylpropionic, 
cyclohexylformic, cyclohexylacetic, [i-cyclohexylpropionic, 
an aryl or alkaryl acid, e.g., tbenzoic 2-, 3-, or 4-methyl 
benzoic, 2,3-, 2,4-, 2,5-, 2,6-, 3,4- and 3,5-dimethylben 
zoic, ethylbenzoic, 2,4,6-trimethylbenzoic, 2,4,6-triethyl 
benzoic, a-naphthoic, 3-methyl-a-naphthoic, an aralkyl 
acid, e.g., phenylacetic, phenylpropionic, diphenylacetic, 
triphenylacetic, a dibasic acid (which can be converted 
to water soluble, e.g., sodium salts), e.g., succinic, glu 
taric, wmethylglutaric, B-methylglutaric, B,,6-dimethylglu 
taric, adipic, pimelic, suberic, a hydroxy acid, e.g., glycolic, 
lactic, citric, tartaric, d-malic, d-glyceric, mannonic, glu 
conic, salicylic, 2,3,4-trimethoxybenzoic, a-naphthoxy 
acetic, or other acyl acid. 

Similarly, 6a-?uoro-1 l?,170:,2l-tl‘ihYdI‘OXY-l6oc-H16ihYl 
4-pregnene-3,20-dione is converted to any of the other 
esters named in the paragraph following Example 11 by 
substituting 11B,l7a,21-trihydroxy-16a-methyl - 4 — preg 

nene-3,20-dione as the starting compound in the acylation 
reaction. 

EXAMPLE 12 

6a-?u0r0-16a-methyl—l 711,2I-dihydr0xy-1,4-pregrmdiene 
3,11,20-lri0ne 21 -acelate 

To a solution of 2.5 millimoles of 6a—?UOrO-11B,17oc,2l 
trihydroxy - 16u-methyl-1,4-pregnadiene - 3,20 - dione 21 

acetate and two milliliters of pyridine in 75 milliliters of 
tertiary butanol was added 500 milligrams of N-bromo 
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acetamide. The reaction mixture was maintained at room 
temperature for about sixteen hours whereupon the solu 
tion was diluted with ?fty milliliters of water containing 
500 milligrams of sodium sul?te, and the mixture was 
then concentrated at reduced pressure to about forty milli 
liters. The distillation residue was refrigerated, ?ltered, 
and the ?lter cake was washed with water and then dried. 
It consisted of 6ot-?l10fO-16oc-1'Il6thYl-17a,21-dihydr0XY-l, 
4-pregnadiene-3,11,20-trione ZI-acetate. 

EXAMPLE 13 

Following the procedure of Example 12, but substitut 
ing 6a-?uoro-1 1,8,17a,21-trihydroxy-16oz-methyl - 4 - preg 

nene-3,20-dione ZI-acetate as starting compound, there 
is thus produced 6a-?uoro-1Got-methyl-17u,21-dihydroxy 
4-pregnene-3,11,20-trione 21-acetate. 

Similarly, substituting another 21-acylate of 6a-?uoro 
11B,17a,2l-trihydroxy-16a-methyl-1,4-pregnadiene - 3,20 
dione or 21-acylate of 6a-?uoro-11B,17a,21-trihydroXy— 
16a-methyl-4-pregnene-3,20-dione wherein the acyl radi 
cal is, e.g., that of an acid named in the paragraph fol 
lowing Example 11, as the starting compound in the oxi 
dation reaction described in Example 12, there is thus 
produced the corresponding 21-acylate of 6a-?uoro-16a 
methyl-17u,21-dihydr0xy-1,4-pregnadiene-3,l1,20 - trione 
and of 6a-?uoro-16a-methyl-l7a,2l-dihydroxy - 4 - preg 

nene-3,1 1,20-trione, respectively. 
EXAMPLE 14 

To a solution of 8.51 grams of 6a-?uoro-11?,17a,21 
trihydroxy — 16a - methyl~1,4-pregnadiene-3,ZO-dione 21 
acetate in 42.5 milliliters of pyridine was added 5.63 grams 
of N-bromoacetamide. After standing at room tempera 
ture for a period of ?fteen minutes, the reaction solution 
was cooled to ?ve to ten degrees centigrade and sulfur 
dioxide gas was passed over the surface of the solution 
while shaking the ?ask until the solution gave no color 
with acidi?ed starch-iodide paper. During the addition of 
the sulfur dioxide, the reaction mixture became warm. 
The temperature was kept under thirty degrees centigrade 
by external cooling and by varying the rate of sulfur di 
oxide addition. Thereafter to the reaction mixture was 
added 400 milliliters of ice water and the resulting pre 
cipitate collected ‘by ?ltration. This material was recrystal 
lized from acetone-Skellysolve B hexanes to give Got-?uoro 
16a - methyl - 17a,21-dihydroXy-1,4,9(1l)-pregnatriene 

3,20-dione ZI-acetate. 

EXAMPLE 15 

6a-?u0r0-16a-methyl-1 7a,21-dihydr0tty—4,9(1 I ) 
pregnadiene-3,20-dione 21 -acetate 

Following the procedure of Example 14, but substitut 
ing 60c - ?uoro-11,3,17a,2l-trihydroxyel6a-methyl-4-preg 
nene-3,20-dione 21-acetate as the starting compound, there 
is thus produced 6a-?uoro-16a-methyl-17a,2l-dihydroxy 
4,9 ( 1 l ) -pregnadiene-3 ,20-dione 21-acetate. 

Similarly, substituting another 21-acylate of 6a-?uoro 
1'1B,17u,2l - trihydroxy - l6a-methyl - 1,4-pregnadiene 
3,20-dione or a 21-acylate of 6a-?uoro-11B,17¢x,21-trihy 
droxy-l6u-methyl-4-pregnene-3,20-dione wherein the acyl 
radical is, e.g., that of an acid named in the paragraph 
following Example 11, as the starting compound in the 
dehydration reaction described in Example \11, there is 
thus produced the corresponding 21-acy1ate of 6oc-?u0l‘0 
16a - methyl - 17a,2'1-dihydroxy-1,4,9(11)-pregnatriene 

3,20-dione and of 6a-?uoro-16a-methyl-17a,2 l-dihydroxy 
4,9 ( 1 1 )-pregnadiene-3,20-dione, respectively. 
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EXAMPLE 16 

To a solution of 5.68 grams of 6a-?uoro-16a-methyl 
17a,21 - dihydroxy-1,4,9(1'1)-pregnatriene-3,20-dione 21 
acetate in 100 milliliters of methylene chloride and 250 
mililiters of tertiary butyl alcohol was added a solution of 
fourteen milliliters of 72 percent perchloric acid in 100 
milliliters of water followed by a solution of 2.34 grams 
of N-bromoacetamide in sixty milliliters of tertiary butyl 
alcohol. After stirring the reaction mixture for ?fteen 
minutes, a solution 'of 2.8 grams of sodium sul?te in 140 
milliliters of water was added and the reaction mixture 
was concentrated to a volume of about 500 milliliters 
under reduced pressure at about ?fty degrees Centigrade. 
The concentrate was cooled in an ice bath and while stir 
ring ‘500 milliliters of water was added. After stirring for 
a period of ‘one hour, the precipitated product was isolated 
by ?ltration, and the cake washed with water and air-dried 
to give 6a - ?uoro-9'a-‘bromo-‘l 1?,17a,21-trihydroXy-16a 
methyl-l,4-pregnadiene-3,ZO-dione 2-1-acetate. 

EXAMPLE 17 

6 a- uoro-Qu-bromo-I 1 5,1 7a-,21-trihydr0xy-16ot-merhyl 
4-pregnene-3,20-dione 21 -acetate 

Following the procedure of Example 16, but sulbstitut 
ing y60z-?110l‘0-1Gov-I‘IlGlihYl-170t,21—Clihyd1‘0Xy-4,9( 1\1)-preg 
nadiene-3,20-dione 2'1-acetate as the starting compound, 
there is thus produced 60L-?UOI‘0-9‘ot-bI'OII10-11B;17oc,21 
trihydroxy-1 6rx-methyl-4-pregnene-3 ,20-dione 21-acetate. 

Similarly, substituting another 21-acylate of Got-?uoro 
160a - methyl - 17a,21-dihydroXy-l,4,9(11)-pregnatriene 

3,20-dione or a 2l-acylate of 6a—fluoro-17o¢,2l-dihydroxy 
16a-methyl-4,9‘(1i1)-pregnadiene-3,20-dione wherein the 
acyl radical is, e.g., that of an acid named in the paragraph 
following Example 11, as the starting compound in the 
reaction described in Example 16, there is thus produced 
the corresponding 21-acylate of 6a-fluoro-9a-bromo 
1115,17a21 - trihydroxydl6a-methyl-1,4-pregnadiene-3,20 
dione and of \60t-?LlOI'O-90t-b1'OII10-11?,170t,2)1-tI‘lhydIOXy 
16u-methyl-4-pregnene-3,ZO-dione, respectively. 

Substituting N-chlorosuccinimide for the N-bromoacet 
amide in the reactions described in Examples 16, 17 and 
the paragraph following is productive of the corresponding 
90c - chloro compounds, e.g., 60c - ?uoro - 9a - chloro 

I'll-[$170521 ~ trihydroXy-16ot-met1hyl-1,4-pregnadiene-3,20> 
dione ZI-acetate and '6a-?uoro-9a-chloro-11B,17u,21-tri 
hydroxy-16a-methyl-4-pregnene-3,20-dione 21-acetate. 

EXAMPLE 18 

To a solution of 6.78 grams of t6a-?uoro-9a-bromo— 
11B,17a,21 - trihydroxy-16a-methyl-tl,4-pregnadiene-3,20‘ 
dione 21-acetate in 175 milliliters of acetone was added 
6.78 grams of potassium acetate and the resulting suspen 
sion was heated under re?ux for a period of seventeen 
hours. The mixture was then concentrated to approximate 
ly sixty milliliters volume at reduced pressure on the steam 
bath, diluted with water and extracted with methylene 
chloride. The methylene chloride extracts were combined, 
washed with water, dried over anhydrous sodium sulfate 
and evaporated. The residue was redissolved in methylene 
chloride and chromatographed over 500 grams of Florisil 
anhydrous magnesium silicate. The column was eluted 
with one-liter portions of hexanes (Skellysolve B) con 
taining increasing proportions of acetone. There was thus 
eluted 6oz - ?uoro-913,111?-epoxy-l6a-methyl-17a,21-dihy 
droxy-1,4-pregnadiene-3,20-dione 21-acetate which was 
freed of solvent by evaporation of the eluates. 
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EXAMPLE 19 

Following the procedure of Example 18, but substituting 
6tx-?UOI‘O-9oc-b1'OI110-l 16,17 a,2l-trihydroxy-16a - methyl-4 
pregnene-3,20-dione 2l-acetate as the starting compound, 
there is thus produced 6a-?uoro-9?,11p-epoxy,16tx-rnethyl 
l70¢,21-dihydroxy-4-pregnene-3,2O-dione 2l-acetate. 

Similarly, substituting another 2l-acylate of 6a-?uoro 
9a-bromo-ll5,l7a,21-trihydroxy-16a-methyl-1,4 - pregna 

diene-3,20-dione or a 2l-acylate of 6wflUOIO-9ot-bf0l‘?0 
11B,17a,2l-trihydroxy-16u-methyl-4-pregnene-3,20 - dione 
wherein the acyl radical is, e.g., that of an acid named in 
the paragraph following Example 11, as the starting com 
pound in the reaction described in Example 18, there is 
thus produced the corresponding 2l-acylate of Set-?uoro 
913,1l?-epoxy-16a-methyl-17a,21-dihydroxy-1,4 - pregnadi 
ene-3,20-dione and of 6a-?uoro-9?,1l?-epoxy~16a-methyl 
1_7u,21-dihydroxy-4-pregnene-3,20-dione, respectively. 

EXAMPLE 20 

To approximately 1.3 grams of hydrogen fluoride con 
tained in a polyethylene bottle and maintained at minus 
sixty degrees centigrade was added 2.3 milliliters of tetra 
hydrofuran and then a solution of 500 milligrams (0.0012 
mole) of 6a-?uoro-9B,1l?-epoxy-16a~methyl-17a,2l-dihy 
droxy-l,4-pregnadiene-3,20-dione 2l-acetate in two milli 
liters of methylene chloride. The steroid solution was 
rinsed in with an additional one milliliter of methylene 
chloride. The light red colored solution was then kept at 
approximately minus thirty degrees centigrade for one 
hour and at minus ten degrees for two hours. At the end 
of this period it was mixed cautiously with an excess of 
cold sodium bicarbonate solution and the organic material 
extracted with the aid of additional methylene chloride. 
The combined extracts were Washed with water, dried 
over anhydrous sodium sulfate and concentrated to ap 
proximately 35 milliliters. The solution was chromato 
graphed over 130 grams of Florisil anhydrous magnesium 
silicate. The column was developed with 260-milliliter 
portions of hexanes (Skellysolve B) containing increasing 
proportions of acetone. There was thus eluted 651,954-di 
?uoro-l 1B,17a,21-trihydroXy-1oat-methyl - 1,4 - pregnadi 

ene-3,20-dione 21-acetate which was freed of solvent by 
evaporation of the eluate fractions. 

EXAMPLE 21 

Following the procedure of Example 20‘, but substituting 
6a-?uoro~9?,1l?-epoxy-l6a-methyl-17a,21 - dihydroxy-4 
pregnene-3,20-dione 21-acctate as the starting compound, 
there is thus produced 6a,9tx~di?uoro-l l?,l7a,2l-trihy 
droxy-16a-methyl-4-pregnene-3,20-dione 21-acetate. 

Similarly, substituting another 21-acylate of 6a-?uoro 
96,1l{it-epoxyl7u,21-dihydroxy-l6a-methyl-1,4 - pregnadi 
ene-3,20-dione or a 21-acylate of 6a-?uoro-9?,ll,B-epoxy 
17a,2l-dihydroxy-l6a - methyl-4—.pregnene - 3,20 - dione 

wherein the acyl radical is, e.g., that of an acid named in 
the paragraph following Example 11, as the starting com 
pound in the reaction described in Example 17, there is 
thus produced the corresponding 21-acylate of 6uz,9oc-di— 
?uoro-l1,8,17a,2l-trihydroxy-16a-methyl-1,4 - pregnadi 
ene-3,20-dione and of 6a,9o<-difluoro-11,8,17a,21-trihy 
droxy-l6a-methyl-4-pregnene-3,20-dione, respectively. 

EXAMPLE 22 

6a,9a-di?u0r0-16a-merhyl-I 7a,2I~dihydr0xy-I,4 
pregnadiene-3,11,20-tri0ne 2I-acetate 

A solution was prepared containing one milliliter of 
acetic acid, ?fty milligrams of ou?wdi?uoro-llp,l7a,2l 
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trihydroxy-16ot-methyl-1,4~pregnadiene-3,20-dione 2l-ace 
tate, twenty milligrams of chromic anhydride and one 
drop (approximately ?fty milligrams) of water. This mix 
ture was shaken several times at room temperature and 
allowed to stand for four hours. Thereafter it was poured 
into ten milliliters of water and refrigerated for twenty 
hours at about ?ve degree centigrade. The steroid which 
separated from the aqueous mixture was collected on 
l?lter paper and dried to give 6a,9u-di?uoro-16a—methyl 
17a,2l-dihydroxy-1,4-pregnadiene-3,11,20-trione 21-ace 
tate. 

EXAMPLE 23 

Following the procedure of Example 22, but substituting 
6a,9a-di?uoro-11B,l7a,21-trihydroxy-16a-methyl-4 - preg 
nene-3,20~di0ne 21-acetate as the starting compound, there 
is thus produced 6a,9<x-di?uoro-165t-methyl-17a,21-dihy 
droxy-4-pregnene-3,11,20-trione 21-acetate. 

Similarly, substituting another 21-acylate of 6a,9tx-dl— 
?uoro-l1,8,17a,21-trihydroxy-16a-methyl - 1,4 - pregnadi 

ene-3,20-dione or a 21-acylate of 6a,9a-di?uoro-11B,17a, 
2 l-trihydroxy-16a-methyl-4-pregnene-3,20-dione wherein 
the acyl radical is, e.g., that of an acid named in the para 
graph following Example 11, as the starting compound in 
the oxidation reaction described in Example 22, there is 
thus produced the corresponding 21-acylate of 6a,9oL-dl 
?uoro-l6a-methyl-17a,21-dihydroXy-1,4 - pregnadiene - 3, 
11,20-trione and of 60;,9oc-dl?ll0l‘0-l6ot—m6thyl-170t,2l-di 
hyd roxy-4-pregnene-3 ,1l,20‘-trione, respectively. 

EXAMPLE 24 

604,90c-di?ll0l'0-11/3J 711,2]-trihydr0xy-16ot-methyl-l,4 
pregnadiene-3,20-dione 

Three and one-quarter (3.25) grams of 6a,9ct-di?uoro 
1l?,17a,21 - trihydroxy - 16a '- methyl - 1,4 - pregnadiene 

3,20-dione 21-acetate was dissolved in 325 milliliters of 
methanol, previously purged of air-oxygen by passing ni 
trogen through it for ten minutes and thereto was added a 
solution of 1.63 grams of potassium bicarbonate in thirty 
milliliters of water, similarly purged of oxygen. The mix 
ture was allowed to stand at room temperature for a 
period of ?ve hours in a nitrogen atmosphere, thereupon 
neutralized with 2.14 milliliters of acetic acid in forty 
milliliters of water. The mixture was concentrated to 
approximately one-third volume at reduced pressure on a 
sixty-degree-centigrade ‘water-bath. Thereupon 250 milli 
liters of water was added and the mixture chilled. The 
crystalline product was collected on a filter, washed with 
water and dried to give 6a,9a-di?uoro-11?,17a,21-trihy 
droxy-16u-methyl-1,4-pregnadiene-3,20-dione. 

EXAMPLE 25 

Following the procedure of Example 24, but substitut 
ing 60:,911 - di?uoro - 11?,l7cc,21 - trihydroxy-16a-methyl 
4-pregnene-3,20-dione 2l-acetate as the starting com 
pound, there is thus produced 60¢,9tx-di?LlOIO-11l3,17ot,21 
trihydroxy-16a-methyl-4-pregnene-3,20-dione. 

Similarly, 6a,9tx-di?uoro-16u-n1ethyl-17a,2l-dihydroxy 
4-pregnene-3,11,20-trione 21-acetate is hydrolyzed to 60:, 
9a - di?uoro - 16oz - methyl-l7a,2l~dihydroxy-4-pregnene~ 

3,11,20-trione and 60¢,9oc - di?uoro - 16a - methyl - 17a,2l - 

dihydroxy-1,4-pregnadiene-3,11,20-trione 21-acetate is hy 
drolyzed to 6a,9u-di?uoro-16a-methyl-17a,21-dihydroxy 
1,4 - pregnadiene - 3,11,20 - trione. The corresponding 91: 
chloro compouds are similarly prepared by hydrolysis of 
their 2l-acetates, e.g., 6a-?uoro - 9oz - chloro - 11/8,l7u,21 - 
trihydroxy-16a - methyl - 1,4 - pregnadiene - 3,20 - dione 

and 6a-?uoro - 90c - chloro - ]1B,l7a,21 - trihydroxy - 16a - 

inethyl-4-pregnene-3,20-dione are prepared from 6lX-?LlOI‘O 
9a - chloro - llp',17tx,2l - trihydroxy - 16cc - methyl - 1,4 - 
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pregnadiene~3,20-dione 21-acetate and from 605-?uoro-905 
chloro - 11,8,1705,21 - trihydroxy - 1605 - methyl - 4 - preg 

nene-3,20-dione 21-acetate, respectively. 
EXAMPLE 26 

6 05,905-d i ?uoro-I 118,1 705,21-trihydr0xy-1 6 a-methy [-1 ,4 - 
pregnadiene-3,20-di0ne 21-pr0pz'0nate 

A solution was prepared containing ?fty milligrams of 
605,905 - di?uoro-115,1705,21 - trihydroxy - 1605 - methyl - 

1,4-pregnadiene-3,20-dione in one milliliter of pyridine and 
one milliliter of propionic anhydride. The solution was 
allowed to stand at room temperature for a period of 21 
hours and was thereupon poured into ten milliliters of 
water. The reaction mixture was then extracted with three 
ten-milliliter portions of methylene chloride, the methylene 
chloride extracts ‘were combined, washed with water, dried 
over anhydrous sodium sulfate and evaporated to give a 
residue of 605,905 - di?uoro - 11,B,1705,21 - trihydroxy - 1605 - 

methyl-1,4-pregnadiene-3,20-dione 2l-propionate. 
EXAMPLE 27 

6 05,905-51’1' ?uoro-1 1,8,1 705,21-trihydr0xy-1 6 05-methyl-4 - 
pregnene-3,20-dione 21 -pr0pi0nate 

Following the procedure of Example 26, but substituting 
605,905 - di?uoro - 11?,1705,21 - trihydroxy - 1605 - methyl - 

4-pregnene-3,20-dione as starting compound, there is thus 
produced 605,905 - di?uoro - 11/8,l705,21 - trihydroxy - 1605 - 

methyl-4-pregnene-3,20-dione 21-propionate. 
Similarly, 605,905-di?uoro-l605-methyl-l705,2l-dihydroxy 

1,4-pregnadiene—3,11,20-trione is converted to 605,905-di 
?uoro - 1605 - methyl - 1705,21 - dihydroxy - 1,4 - preg 

nadiene - 3,11,20 - trione 21 - propionate and 605,905 - di 

?uoro - 1605 - methyl - 1705,21 - dihydroxy - 4 - pregnene - 

3,11,20-trione is converted to 605,905-di?uoro-1605-methyl 
17,2l~dihydroxy-4-pregnene-3,11,20-trione 21-propionate. 

Similarly, substituting another acylating agent for the 
propionic anhydride in the esteri?cation of 605,905-di?uoro 
11;3,1705,21 — trihydroxy - 1605 - methyl - 1,4 - pregnadiene 

3,20 - dione or 605,905-difluoro-l1?,1705,21-trihydroxy-1605 
methyl - 4 - pregnene - 3,20-dione, e.g., in the manner 
described in the paragraph following Example 11, there is 
thus produced other 21-acylates of 605,905-di?uoro-1l/8,1705, 
21 - trihydroxy - 1605 - methyl-1,4-pregnadiene-3,20-dione 

and of 605,905-di?uoro-1l?,1705,21-trihydroxy-1605-methyl-4 
pregnene-3,20-dione, respectively, wherein the acyl radical 
is, e.g., that of an acid named in the paragraph following 
Example 6. The corresponding ll-keto compounds are 
similarly converted to their corresponding 21-acylate esters. 

EXAMPLE 28 

605-?u0r0-1 113,] 705,21 -trihydr0xy-1 6 05-methy [-1 ,4 - 
pregnadiene-3,20-di0ne 21 -methanesulfonate 

A solution was prepared containing one gram (2.6 milli 
moles) of 605 - ?uoro - 1l?,l705,2l-trihydroxy-l605-methyl 
1,4-pregnadiene-3,20‘dione in seven milliliters of pyridine. 
This solution was cooled to zero degrees centigrade and 
treated with 0.3 milliliter of methanesulfonyl chloride. 
Thereafter the solution was allowed to stand at zero to 
?ve degrees centigrade for a period of two hours, after 
which it was diluted with water and extracted with three 
25-milliliter portions of methylene chloride. The extracts 
were combined, washed with cold dilute hydrochloric acid 
until the aqueous layer had a pH of two to three, then 
washed again with cold sodium bicarbonate solution, water 
and ?nally dried over anhydrous sodium sulfate. Evapora 
tion of the methylene chloride extract at reduced pressure 
left a residue of 605-?uoro-1l/3,1705,21 - trihydroxy - 1605 - 
methyl-1,4-pregnadiene-3,20-dione 2'1-methanesulfonate. 

Similarly, substituting 605-?uoro-l1B,1705-21-trihydroxy 
1605-methyl-4-pregnene-3,20-dione as the starting com 
pound, there is thus produced 605-?uoro-11/8,l705,21-tri 
hydroxy-l605-methyl-4-pregnene-3,20-dione 21 ~ methane 
sulfonate. The corresponding 905-?uoro and 905-chloro 21 
methanesulfonate compounds are similarly prepared. 
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EXAMPLE 29 

6 a-?LlOI‘O-l 1,8,1 705-dihydr0xy-1 6 05-methyl-21 -iod0 
1,4-pregnadiene-3,20-di0ne 

The crude 605-?uoro-l118,1705-21-trihydroxy-1605-methyl 
l,4-pregnadiene-3,20-dione 21-methanesulfonate described 
in Example 28 was dissolved in ?fteen milliliters of ace 
tone and treated with a solution of one gram of sodium 
iodide in ten milliliters of acetone. The mixture was heated 
under re?ux with stirring for a period of ?fteen minutes, 
the heat then reduced and the mixture concentrated to 
one-third volume at reduced pressure. Ice and water were 
added and the precipitated product collected on a ?lter, 
washed with water and dried to yield 605-?uoro-11p,1705 
dihydroxy-1605-methyl-21-i0do - 1,4 - pregnadiene-3,20 
dione. 

Similarly, substituting 605-?uoro-11B,1705,2l-trihydroxy 
1605-methyl-4-pregnene - 3,20 - dione 21-methanesulfonate 
as the starting compound, there is thus produced 605 
?uoro-l1?,1705-dihydroxy-1605-methyl ~ 21,- iodo-4-preg 
nene-3,20-dione. The 905~chloro and 905-?uoro analogues 
of both of these compounds are similarly prepared. 

EXAMPLE 30 

One gram of 605-?uoro-1113,1705-dihydroxy-1605-methyl 
21-iodo-1,4-pregnadiene-3,20-di0ne was dissolved in 150 
milliliters of boiling acetonitrile. After cooling to forty 
degrees centigrade, the solution was protected from light 
and 0.8 milliliter of a ?fty percent aqueous solution of 
silver ?uoride was added under stirring. Stirring was con 
tinued for one hour at about forty degrees centigrade, 
then 0.7 milliliter of silver ?uoride solution was added. 
After another hour of stirring another 0.7 milliliter por 
tion of aqueous silver ?uoride solution was added. Heat 
ing and stirring was then continued for a period of two 
hours. The brown mixture was then ?ltered through a 
bed of diatomaceous earth (Celite) and the ?ltrate evap 
orated at reduced pressure at a bath temperature of ?fty 
degrees centigrade. The brown residue was thoroughly 
extracted with two 100-milliliter port-ions of warm methyl 
ene chloride, the combined extracts washed with water 
and dried over anhydrous sodium sulfate. The dried solu 
tion was concentrated to approximately 100 milliliters 
and then chromatographed over ?ty grams of magnesium 
silicate (Florisil). The column was eluted with hexanes 
containing increasing proportions of acetone to give 605, 
21-di?uoro-1l?,1705-dihydroxy-1605-methyl - 1,4 - pregna 

diene-3,20-dione. 
In the same manner as given in Examples 28 to 30, 

605,905-di?uoro-11?,1705,21-trihydroxy - 1605 - methyl-1,4 

pregnadiene-3,20-dione was converted to 605,905, 21-tri 
?uoro-11B,1605-dihydroxy-1605-methyl - 1,4 - pregnadiene 

3,20-dione. 
Similarly, substituting 605-?uoro-11/3,l705-dihydroxy 

1605-methyl-21-iodo-4-pregnene-3,20-dione starting com 
pound, there is thus produced 605,21-di?uoro-1l/3,1705-di 
hydroxy-l605-methyl-4-pregnene-3,2O-dione. 605,905,21 - tri 
?uoro-ll/3,1705-dihydroxy-1605-methyl - 4 - pregnene-3,20 

dione is similarly prepared from 605,905-di?uoro-1 15,1705 
dihydroxy-l605-methyl-21-iodo-4-pregnene-3,20-dione. The 

. corresponding 905-chloro compounds are similarly pre 
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pared. 
EXAMPLE 3 1 

605,21-di?u0r0-11/3J 705-dihydr0xy-1605-methyl 
1,4-pregnadiene-3,20-di0ne 

A solution of one gram of 605-?uoro-11B,1705,21-tri 
hydroxy-1605-methyl - 1,4 - pregnadiene - 3,20 - dione-21 

methanesulfonate and 0.50 gram of anhydrous potassium 
fluoride in ten milliliters of dimethylsulfoxide was heated 
at 100 degrees centigrade for twelve hours. The cooled 
solution was diluted with water and then extracted with 
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methylene chloride. The extracts were dried and chroma 
tographed over magnesium silicate in the manner de 
scribed in Example 30 to give substantially pure 6a,2l 
di?uoro - 115,170‘ - dihydroxy-l?a-methyl - 1,4 - pregna 

diene-3,20-dione. 
EXAMPLE 32 

A solution was prepared containing 0.5 gram of 60¢,21 
di?uoro-l1?,17a-dihydroxy-16a-methyl - 1,4 - pregnadi 

ene-3,20-dione, 0.15 gram of chromic acid, ten milliliters 
of glacial acetic acid and one-half milliliter of water. This 
mixture was stirred and then maintained for eight hours 
at room temperature. Thereafter the mixture was poured 
into ?fty millilites of ice water, neutralized by the addi 
tion of dilute sodium hydroxide and the thus-obtained 
precipitate collected on a ?lter and recrystallized three 
times from a mixture of ethyl acetate and Skellysolve B 
hexanes to give 6a,2l-di?uoro-l6ot-methyl-17a-hydroxy 
l,4-pregnadiene-3,11,20-trione. 

In the same manner given in Example 32, 6a,9at,2l 
trifluoro - 1119,17“ - dihydroxy-l6a-methyl-l,4-pregnadi 

ene-3,20-dione was oxidized to 6a,9a,2l-tri?uoro-16a 
methyl-l7a-hydroxy-l,4-pregnadiene-3,11,20-trione. 

Similarly, 6a,21-di?u0ro - 16a - methyl-l7a-hydroxy-4 
pregnene-3,ll,20-trione is prepared from 6a,2l-difluoro 
11,8,l7a-dihydroxy-16a-methyl-4-pregnene-3,20-dione and 
6m,9a,2l-tri?uoro - 16cc - methyl-l7a-hydroxy-4-pregnene 

3,11,20-trione is prepared from 6a,9a,21-trifluoro-1 15,171» 
dihydroxy-l6a-methyl-4-pregnene-3,20-dione. The corre 
sponding 9a~chloro compounds are similarly prepared. 

Example 33 

150 milligrams of 6a-?uoro-l1B,17ot-dihydroxy-16a 
methyl-21-iodo-1,4-pregnadiene - 3,20-dione was slurried 
with ?ve milliters of acetic acid and stirred for a period 
of 45 minutes. Then an aqueous solution of 250 milligrams 
of sodium thiosulfate pentahydrate was added causing 
the iodine color to disappear. Additional water was added 
(?fty milliliters) and the mixture extracted with three 25 
milliliter portions of methylene chloride. The methylene 
chloride extracts were combined, washed with water 
and cold sodium bicarbonate solution until all acetic acid 
was neutralized. After drying over anhydrous sodium 
sulfate, the solution was concentrated to approximately 
?fteen milliters and chromatographed over ten grams of 
magnesium silicate (Florisil). The column was developed ‘ 
with hexanes containing increasing proportions of acetone, 
to give substantially pure 6a-?uoro-11,6,17a-dihydroxy 
16a-methyl-1,4-pregnadiene-3,ZO-dione. 
Following the procedure of Example 33, 60¢,9ot-dl?l10l‘0 

1l?,17a-dihydroxy-16a-methyl-21-iodo-l,4 - pregnadiene 
3,20-dione was converted to 60:,90t-di?UOI‘O-ll?,l7u-dl 
hydroxy-16a-methyl-1,4-pregnadiene-3,20-dione. 

Similarly, 6u-fluoro-llB,l7ot-dihydroxy-16a - methyl-4 
pregnene-3,20-dione is prepared from 6ot-?uoro-11?,17ot 
dihydroxy-l6a-methyl-2l-iodo-4-pregnene-3,2‘O-dione and 
6a,9a-difluoro-ll?,l7ot - dihydroxy - 16oz - methyl - 4 

pregnene-3,20-dione from 6a,9ot-difluoro-1lB,17ot-dihy 
droxy-l6a-methyl-2l-iodo-4~pregnene-3,20 - dione. The 
corresponding 9a-chloro compounds are similarly pre 
pared. 

Example 34 

A mixture was prepared containing 0.3 gram of Goa 
fluoro-l15,17a-dihydroxy-16a-methyl - 1,4 - pregnadiene 

3,20-dione, 100 milligrams of chromic anhydride, ten 
milliters of glacial acetic acid and one-half milliliter of 
water. This mixture was stirred and thereupon main 
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tained for eight hours at room temperature. Thereafter the 
mixture was poured into ?fty milliliters of ice water, 
neutralized by the addition of dilute sodium hydroxide 
and the thus-obtained precipitate collected on a ?lter and 
dried to give 6ot-fluoro-l6tx-methyl-l7ot-hydroxy-1,4-preg 
nadiene - 3,11.20-trione. 
Following the procedure of Example 34, 6a,9a-di?uoro 

11B,17a-dihydroxy-16a-methyl-1,4 - pregnadiene - 3,20 
dione was oxidized to 6a,9a-di?uoro-l6a-methyl - 17a 
hydroxy- 1 ,4-pregnadiene-3 ,1 1,20-trione. 

Similarly, 6a-?uoro-16a-methyl-17a - hydroxy-4-preg 
meme-3,1 1,20-trione is prepared from 6a-?uoro-11/8,l7a-di 
hydroxy-16a-methyl-4-pregnene-3,ZO-dione and 60:,9a-di 
?uoro-16a‘methyl-17a-hydroxy-4-pregnene - 3,11,20 - tri 

one is prepared from 6a,9a-di?uoro-1lB,17a-dihydroxy 
16ot-methyl-4-pregnene-3,20-dione. The corresponding 90: 
chloro compounds are similarly prepared. 
Examples showing the preparation of the 1‘EB-methyl 

compounds of the invention: 
Example 1A 

The 3-ethylene glycol ketal of 3,11-diket0-16B-methyZ-4, 
1 7(20)-[cis] -pregnadien-21-0ic acid methyl ester 

To a solution of 1.5 grams of 3,11-diketo-16B-methyl~ 
4,17(20)-[cis]-pregnadien-2l-oic acid methyl ester dis 
solved in 150 milliliters of benzene was added 7.5 milli 
liters of ethylene glycol and ‘01150 gram of para-toluene 
sulfonic acid and the whole was then heated with stirring 
at the re?ux temperature of the reaction mixture for 5.5 
hours. The water formed in the reaction was removed 
by passing the condensate through a water trap. The 
cooled reaction mixture was washed with 100 milliliters 
of a one percent aqueous sodium ‘bicarbonate solution. 
The benezene layer was then poured on a column of 150 
grams of magnesium silicate (Florisil). The column was 
developed with 100-milliliter portions of solvent of the 
following composition and order: eight portions of methyl 
ene chloride plus four ‘percent acetone and three por 
tions of methylene chloride plus eight percent acetone. 
The methylene chloride plus four percent acetone elu 
ates contained the 3-ethylene glycol ketal of 3,11-diketo 
16?-methyl-4,17(20)-[cis]-pregnadien-Zl-oic acid methyl 
ester which was freed of solvent by evaporation. 

Reacting 3,11-diketo - 16B-methyl-4,17(20)-[cis]-preg 
nadien-Zl-oic acid methyl ester with trimethylene glycol 
in the presence of para-toluenesulfonic acid is produc 
tive of the S-trimethylene glycol ketal of 3,1l-diketo-16B 
methyl-4,17(20)-[cis]-pregnadien - 21 - oic acid methyl 
ester. 

Similarly, other 3-ketals of this and other esters of 
3,1l-diketo-16?~methyl-4,17(20) - [cis] - pregnadien-21 
oic acid methyl ester are produced by the reaction of the 
selected ester of 3,11-diketo-16/8-methy1-4,17(20)-[cis] 
pregnadien-Zl-oic acid, e.g., methyl, ethyl, propyl, butyl, 
or octyl ester, with a glycol as hereinbefore described, 
e.g., ethylene glycol, propylene glycol, trimethylene gly 
col, lower-alkyl substituted ethylene glycols or trimethyl 
ene glycols, in the presence of an acid catalyst, e.g., para 
toluenesulfonic acid, hydrogen chloride, sulfuric acid. 

Example 2A 
3-etl1ylc/ze glycol ketal 0f 3,11-diket0-5a,6a-ep0xy-16B~ 

methyl-l7(20)-[cis]-allopregnen - 21 - oic acid methyl 

ester 

To a solution of ?ve grams of the 3-ethylene glycol ketal 
of 3, 1 l-dilceto-l6/3-methyl-4,17( 20)- [cis] -pregnadien-21 
oic acid methyl ester in 100 milliliters of chloroform 
was added a chilled solution of 1.9 grams of perbenzoic 
acid dissolved in 31.5 milliliters of chloroform. The solu 
tion was maintained at about four degrees centigrade 
for 24 hours, and then at room temperature for 72 hours. 
The solution was then washed with a ?ve percent aque 
ous solution of sodium bicarbonate and then with water. 
The chloroform layer was separated, dried and the solvent 
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distilled to give a residue of the 3-ethylene glycol ketal 
of 3,1 1-diketo-5a,6a~epoxy-16B-methyl-17 (20) -[cis]-allo 
pregnen-Zl-oio acid methyl ester. 

EXAMPLE 3A 

.To a solution of 1.73 grams of 3-ethylene glycol ketal 
of 3,1l-diketo-5a-6a-epoxy-16;3-methylr17(20)-[cis]-allo 
pregnen-Zl-oic acid methyl ester in sixteen milliliters of 
methylene chloride was added six milliliters of 48 per 
cent hydro?uoric acid. The heterogeneous mixture was 
stirred for two hours, made slightly basic with 300 milli 
liters of ?ve percent sodium bicarbonate solution, and 
extracted with methylene chloride. The extract was 
washed, dried, and evaporated to dryness to give 1.62 
grams of crude solid. Puri?cation by chromatography 
over magnesium silicate gave two fractions. The ?rst was 
eluted with'methylene chloride plus ?ve percent acetone 
and the second was eluted with methylene chloride plus 
ten and twenty percent acetone. Crystallization of the 
?rst fraction from a mixture of acetone and Skellysolve 
B hexanes gave 3,11 -diketo¥5a-hydroxy-6/3-?uoro-16,8 
methyl-l7(20)-[cis]-allopregnen-2l-oic acid methyl ester. 

EXAMPLE 4A 

3-ethylene glycol ketal of 3,1I-diketmSa-hydrOxy-QS 
?u0r0-16?-methyl-1 7(20) -[cis]-allopregnen-21-0ic acid 
methyl ester 
A mixture of 1.9 grams of methyl 6?-?uoro-3,l1-dike 

to-5a-hydroXy-16/3-methyl - 17(20) - [cis]-allopregnen 
21-oate, 59 milligrams of para-toluenesulfonic acid mono 
hydrate and 31 milliliters of distilled ethylene glycol was 
added to 800 milliliters of benzene. The mixture was 
stirred and refluxed for two hours, with the condensate 
passing through a water trap to remove the water.'Then 
the mixture was cooled, washed with water and evap 
orated to dryness to ‘give a crude solid which on recrystal 
lization from a mixture of acetone and hexanes gave the 
3-ethylene glycol ketal of 3,11-diketo-5a-hydroxy-6? 
?u0ro-16B-methyl - 17(20)-[cis]-allopregnen-21-oic acid 
methyl ester. 

Following the above procedure, substituting other di 
hydric alcohols for ethylene glycol, for example, 1,2 
propylene glycol, 2,3-butanediol, 1,3-butanediol and 2,3 
pentanediol, is productive of the respective 3-alkylene ke 
tals of 3,1l-diketo-5a~hydroxy - 6/8 - methyl-17(20)-[cis] 
allopregnen-‘21-oic acid methyl ester. 

EXAMPLE 5A 

The 3-ethylene glycol ketal of 5a,1]/3,21 - trihydroxy-6(3 
?uoro-I 6?-m-ethyl-1 7 (20)- [cis] -all0pregnenr-3-0he 
To a solution of 1.96 grams of the 3-ethylene glycol 

ketal of 3,11-diketo - 5a - hydroxy-6?-?uoro-l6?-methyl 
17(20)-[cis]-allopregnen - 21-oic acid methyl ester in 850 
milliliters of anhydrous ether was added 3.7 grams of 
lithium aluminum hydride. The mixture was stirred for 
a period of one hour, and 200 milliliters of water was 
added slowly, the ether phase separating. The aqueous 
phase‘ was extracted with ethyl acetate and the extracts 
added to the ether phase. The combined ether-ethyl ace 
tate solution was washed with water, dried and evap 
orated to dryness under reduced pressure. The crude solid 
residue was crystallized from acetone-Skellysolve B hex 
anes to give the 3-ethylene glycol ketal of 5u,11;3,21-tri 
hydroXy - 6,8-?uoro-l6/3-rnethyl-17(20)-[cis]-allopregnen 
3-one. 

EXAMPLE 6A 

The 3-ez‘hylene glycol ketal of 5u,11/8,21-trihydr0xy - 6B 
?u0r0-16?-methyl - 17(20)-[cis]-all0pregnen-3-0ne 21 
acetate 1 . 

0.87 gram of the 3-ethylene ketal of 5a,11[3,-2l-trihy 
droxy - 6?-?uoro-16?-methyl-17(20)-[cis]-allopregnen-3 
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one was dissolved in ten milliliters of acetic anhydride 
and ten milliliters of pyridine. The solution was main 
tained sixteen hours at room temperature and then poured 
into ice water to give the 3-ethylene glycol ketal of 
5u,1l;3,2l-trihydroxy-6[i - ?uoro - 16B - methyl-17(20) 

[cis]-allopregnen-3-one 2l-acetate. 
Similarly, other 21-organic carboXylic acid esters of 

5a,ll?~2l ~ trihydroxy - 65 ~ ?uoro-16?-methyl-17(20)~ 
[cis]-allopregnen-3-one 3-ethylene ketals can 1be prepared 
wherein the 21-acyloxy group is formyloxy, propionyloxy, 
butyryloxy, valeryloxy, hexanoyloxy, heptanoyloxy, octa 
noyloxy, benzoyloxy, phenylacetoxy, or the like, by con 
'tacting the 3-ethylene ketal of 5a,1l/3,21-trihydroxy-‘6? 
?uoro-l6?-methyl-l7(20)-[cis]-allopregnen - 3-one with 
the appropriate acylating agent, e.g., the anhydride or 
acid halide of the selected acid in a solvent such as ben 
zene, toluene, acetic acid, or the like, preferable in the 
presence of pyridine or a similar amine. 

EXAMPLE 7A 

The 3-ethylene glycol ketal of 5a,11/3,17a,21-tetrahy 
droxy-tS?-?uoro-I6,8-methylallopregnane - 3,20 - dione 

ZI-acetate ' 

To a solution of 0.93 gram of the 3-ethylene glycol 
ketal of 5a,11,8 - dihydroxy - 6/3 - ?uoro - IGB-methyl 
17(20)-[cis]-allopregnen-3-one Zl-acetate in 35 milliliters 
of tertiary butyl alcohol was added one milliliter of pyri 
dine, 2.75 milliliters of two molar N-methylmorpholine 
oxide peroxide (US. 2,769,823) in tertiary butyl alcohol, 
and 13.1 milligrams of osmium tetroxide in tertiary butyl 
alcohol (9.9 milliliters of tertiary butyl alcohol solution 
containing 1.44 milligrams osmium tetroxide per milli 
liter). Thesolution was stirred for a period of eighteen 
hours and ?fteen milliliters of ?ve percent sodium hydro 
sul?te was added. Stirring was continued for an additional 
ten minutes, at which time 0.7 gram of ?nely ground 
synthetic magnesium silicate was mixed into the solution 
for a period of twenty minutes and then removed by ?l 
tration. The ?ltrate was evaporated to dryness under re 
duced pressure at a temperature of less than ?fty degrees 
centigrade. The residue was dissolved in methylene chlo 
ride, washed with water, dried and evaporated to dryness. 
The residue was crystallized from acetone-Skellysolve B 
hexanes to give the 3-ethylene glycol ketal of 5oc,11?,17a, 
21 - tetrahydroxy - 6?-?uoro - 16,8-methylallopregnane 

3,20-dione 21-acetate. 

EXAMPLE 8A 

6 a-? uoro-I 1 [3,1 7 a,21 -trihydroxy-1 6l3-methyl-4-pregnene 
3,20-di0ne 21-acetate 

A solution of 0.144 gram of the 3-ethylene glycol ketal 
of 511,11B,17a,21-tetrahydroxy-6?-?uoro-16/8-methyla1lo 
pregnane-3,20-dione 21-acetate in twelve milliliters of 
chloroform and 0.1 milliliter of absolute alcohol was 
cooled to minus ten degrees centigrade in an ice-salt 
bath and a stream of anhydrous hydrochloric acid was 
gently bubbled through the solution for 2.5 hours while 
the temperature was maintained between minus ?ve and 
minus ?fteen degrees centigrade. The solution was then 
diluted with 25 milliliters of chloroform, washed with 
dilute sodium bicarbonate and water, dried over anhy 
drous sodium sulfate, and evaporated to dryness under 
reduced pressure at sixty degrees centigrade or less to 
give 6a - ?uoro - 11,B,17a,21 - trihydroxy-16B - methyl 
4-pregnene-3,20-dione ZI-acetate. 

EXAMPLE 9A 

A medium consisting of one percent dextrose hydrate, 
two percent cornsteep liquor of sixty percent solids and 
tap water was adjusted to pH 4.9 with sodium hydroxide. 
The medium was steam sterilized at ?fteen pounds pres 
sure for thirty minutes, cooled, and then inoculated with 
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a 24-hour growth, from spores, of Sr’ptomyxa a/?nis, 
A.T.C.C. 6737. The medum was agitated, and sparged 
with sterile air at the rate of one-tenth volume of air per 
volume of medium per minute. At the end of 24 hours 
of fermentation at room temperature, the pH was about 
7.4. To this culture there was added a solution of 6a 
?uoro - 11?,17a,21 - trihydroxy - 16p - methyl - 4 - preg 

nene-3,20-dione 2l-acetate dissolved in a minimal amount 
of diethylformamide. The solution was prepared by dis 
solving ?ve parts of the steroid in 100 parts of the solvent 
and adding about ten cc. of the solution per liter of the 
medium. Fermentation was continued for a period of 48 
hours whereupon the mycelium and beer were extracted 
thoroughly with methylene chloride. The extract was 
washed with sodium bicarbonate solution and then with 
water, dried and concentrated in vacuo to give 6a-?u0r0 
1l/3,17o¢ - 21 - trihydroxy - 16,8 - methyl - 1,4 - pregnadi 

ene-3,20-dione. 
Following the procedure of Example 9A, but substitut 

ing as starting material 6tx-?uoro-l1,8,17a,21~trihydroxy- - 
16?-methyl-4-pregnene-3,20-dione there was likewise pro 
duced 60c - ?uoro - 11,8,17a,21-trihydroxy-16B-methyl-1,4 

pregnadiene-3,20-dione. 
EXAMPLE 10A 

A solution of 1.1 grams of 6a-?uoro-11?,17a,21-trihy 
droxy-l6/3-methyl-4-pregnene-3,ZO-dione 21-acetate, one 
gram of potassium bicarbonate, 100 milliliters of meth 
anol and ?fteen milliliters of water were mixed together 
and purged with nitrogen to remove dissolved oxygen 
while stirring at 25 degrees centigrade for four hours. 
The solution was then neutralized by addition of acetic 
acid and distilled under vacuum to remove the methanol. 
The residue was extracted with 100 milliliters of methyl 
ene chloride, and the extract was dried over sodium sul 
fate to give a solution of 6u-?uoro-11B,17a,21-trihydroxy 
16?-methyl-4-pregnene-3,ZO-dione which was freed of sol 
vent by evaporation. 

EXAMPLE 11A 

1.5 grams of 6u-flUOI‘O-1 15,17a,21-trihydroxy-16(5-meth 
yl-l,4-pregnadiene-3,20-dione was dissolved in twenty 
milliliters of pyridine and ?fteen milliliters of acetic an 
hydride and the mixture heated at forty degrees centi 
grade for four hours. The solution was cooled and then 
slowly diluted with water. The precipitated steroid was 
removed by ?ltration, washed with water and dried to 
give 6a - ?uoro - l1?,17a,21 - trihydroxy-16;3-methyl-1,4 

pregnadiene-3,20-dione 21-acetate. 
6oz - ?uoro - 1l?,17a,21 - trihydroxy - 16/3 - methyl - 1, 

4-pregnadiene-3,20-dione is converted to other 21-esters 
by reaction with the appropriate acid anhydride, acid 
chloride, or bromide or by other methods known in the 
art, e.g., by ester exchange, acid in the presence of an 
esteri?cation catalyst, etc., to produce 6oc—?uOI‘O-1l?,l7oz, 
21-trihydroxy-165-methyl-1,4-pregnadiene-3,20—dione 21 
acylates which include those wherein the acyl radical of 
the 2l-acylate group is the acyl radical of, for example, 
a lower aliphatic acid, e.g., formic, propionic, butyric, 
isobutyric, valeric, isovaleric, trimethylacetic, Z-methyl 
butyric, 3-ethylbutyric, hexanoic, diethylacetic, triethyl 
acetic, heptanoic, octanoic, a-ethylisovaleric, a cyclic acid, 
e.g., cyclopropylideneacetic, a cycloaliphatic acid, e.g., 
cyclopentylformic, cyclopentylacetic, [i-cyclopentylpropi 
onic, cyclohexylformic, cyclohexylacetic, ?-cyclohexylpro 
pionic, an aryl or alkaryl acid, e.g., 'benzoic 2, 3, or 4 
methylbenzoic, 2,3-, 2,4-, 2,5-, 2,6-, 3,4- and 3,5-dimethyl 
benzoic, ethylbenzoic, 2,4,6-trimethylbenzoic, 2,4,6-tri~ 
ethylbenzoic, ot-naphthoic, 3 - methyl- or - naphthoic, an 
aralkyl acid, e.g., phenylacetic, phenylpropionic, diphenyl 
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acetic, triphenylacetic, a dibasic acid (which can be con 
verted to water soluble, e.g., sodium, salts), e.g., succinic, 
glutaric, ot-methylglutaric, ,B-methylglutaric, ?-p-dimethyl 
glutaric, adipic, pimelic, suberic, a hydroxyacid, e.g.,' 
glycolic, lactic, citric, tartaric, d-maleric, d-glyceric, man 
nonic, gluconic, salicylic, 2,3,4-trimethoxybenzoic, a 
naphthoxyacetic, or other acyl acid. Alternatively, the 21 
hydroxy group is converted to the 21-phosphate ester 
group according to procedures known in the art, e.g., as 
described in US. 2,870,177. 

Similarly, 60L-?UOl'O-1 1,6,17¢,21-trihydroxy-16?-methyl 
4-pregnene-3,20-dione is converted to any of the other 
esters named in the paragraph following Example 11A 
by substituting 115,17a,2l-trihydroxy-16B-methyl-4-preg 
nene-3,20-dione as the starting compound in the acylation 
reaction. 

EXAMPLE 12A 

6oc-?ltOl'O-1 6/3-methyl-I 7a,21-dihydroxy-I,4-pregnadiene 
3,11,20-tri0ne ZI-acetate 

To a solution of 2.5 millirnoles of 60¢,?UOI‘O-1 1,6,17a,21 
trihydroxy-16/3-methyl-1,4-pregnadiene-3,ZO-dione 2l-ace 
tate and two milliliters of pyridine in 75 milliliters of 
tertiary butanol was added 500 milligrams of N-bromo 
acetamide. The reaction mixture was maintained at room 
temperature for about sixteen hours whereupon the solu 
tion was diluted with ?fty milliliters of water containing 
500 milligrams of sodium sul?te, and the mixture was 
then concentrated at reduced pressure to about forty milli 
liters. The distillation residue was refrigerated, ?ltered, 
and the ?lter cake was washed with water and then dried. 
It consisted of 6a-?uoro-16B-methyl-17a,2l-dihydroxy 
1,4-pregnadiene-3,11,20-trione 21-acetate. 

EXAMPLE 13A 

6 oc-? uoro-I 6 B-met/zy l-I 7a,21 -dihydr0xy-4-pregnene-3,11 , 
20-lri0ne 21 -acetate 

Following the procedure of Example 12A, but sub 
stituting 6oz - ?uoro - 1l?,17a,21-trihydroxy-16B-methyl-4 
pregnene-3,20-dione 21-acetate as starting compound, 
there is thus produced 6a-?uoro-16,B-methyl-17a,21-dihy 
droxy-4-pregnene-3,l1,20-trione 21-acetate. 

Similarly, substituting another 21-acylate of Ga-?UOfO 
11,8,17a - 21 - trihydroxy - 16/8 - methyl - 1,4- pregnadi 

ene-3,20-dione or 21-acylate of 6a-?uoro-11B,l7u,21-tri 
hydroxy-16?-methyl-4-pregnene-3,20-dione wherein the 
acyl radical is, e.g., that of an acid named in the para 
graph following Example 11A, as the starting compound 
in the oxidation reaction described in Example 12A, there 
is thus produced the corresponding 21-acylate of Ga 
?uoro-l6,8-methyl-17a,21-dihydroxy - 1,4 - pregnadiene-3, 
11,20-trione and of 6tx-?uoro-16?-methyl-17a,2l-dihy 
droxy-4-pregnene-3,11,20-trione, respectively. 

EXAMPLE 14A 

To a solution of 8.5 grams of 6tx-?uoro-115,17a,21-tri 
hydroxy - 16,8-méthyl - 1,4-pregnadiene-3,20adione 21 
acetate in 42.5 milliliters of pyridine was added 5.63 
grams of N-bromoacetamide. After standing at room 
temperature for a period of ?fteen minutes, the reaction 
solution was cooled to ?ve to ten degrees centigrade and 
sulfur dioxide gas was passed over the surface of the 
solution while shaking the ?ask until the solution gave 
no color with acidi?ed starch-iodide paper. During the 
addition of the sulfur dioxide, the reaction mixture be 
came warm. The temperature was kept under thirty 
degrees centigrade by external cooling and by varying 
the rate of sulfur dioxide addition. Thereafter to the 
reaction mixture was added 400 milliliters of ice water 
and the resulting precipitate collected by ?ltration. This 
material was recrystallized from acetone-Skellysolve B 
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hexanes to give 6a-?uoro-1 6,8-methyl-17a,21-dihydroxy— 
1,4,9 ( 1 1 )-pregnatriene-3,20-dione 2l-acetate. 

EXAMPLE 15A 

Following the procedure of Example 14A, but sub 
stituting 6a-?uoro-1l?,17a,21-trihydroxy - 16?-methyl-4 
pregnene-3,20-dione 2l-acetate as the starting compound, 
there is thus produced 6a-fluoro-16/8-methyl - 17¢,21-di 
hydroxy-4,9(11)-pregnadiene-3,20-dione 21-acetate. 

Similarly, substituting another 2l-acylate of 6oz-?u0r0 

1O 

11,8,170;,2l-trihydroxy-IGB-methyl - 1,4-pregnadiene-3,2O- ‘ 

dione or a 21-acylate of éa-?uoro-l1?-17a,21-trihydroxy 
16B-methyl-4-pregnene-3,20~dione wherein the acyl radi 
cal is, e.g., that of an acid named in the paragraph fol 
lowing Example 11A, as the starting compound in the 
dehydration reaction described in Example 14A, there is 
thus produced the corresponding 21-acylate of 6a-?uoro 
16B-methyl - 17a,21-dihydroxy-1,4,9 ( l1 )-pregnatriene-3, 
20-dione and of 6u-?uoro-16;3-methyl-l7a,2l-dihydroxy 
4,9 ( 11 )-pregnadiene-3,20-dione, respectively. 

EXAMPLE 16A 

To a solution of 5.68 grams of 6a-fluoro - 16?-rnethyl 
1704,21-dlhYd1'0XY - 1,4,9(l1) - pregnatriene - 3,20-dione 
21-acetate in 100 milliliters of methylene chloride and 
250 milliliters of tertiary butyl alcohol was added a solu 
tion of fourteen milliliters of 72 percent perchloric acid 
in 100 milliliters of water followed by a solution of 2.34 
grams of N-bromoacetamide in sixty milliliters of tertiary 
butyl alcohol. After stirring the reaction mixture for 
?fteen minutes, a solution of 2.8 grams of sodium sul?te 
in 140 milliliters of water was added and the reaction 
mixture was concentrated to a volume of about 500 
milliliters under reduced pressure at about ?fty degrees 
centigrade. The concentrate was cooled in an ice bath 
and while stirring 500 milliliters of water was added. 
After stirring for a period of one hour, the precipitated 
product was isolated by ?ltration, and the cake washed 
with water and air-dried to give 6a-?u0ro-9a-bromo-11/3, 
17a,21-trihydroxy — 16B-methyl - 1,4-pregnadiene - 3,20 

dione 21-acetate. 

EXAMPLE 17A 

6w u0r0-9a-brom0-1 1 ,8,1 7a,21-trihydroxy-1tier-methyl 
4-pregnene-3,20-dz'~0ne 21 -acetate 

Following the procedure of Example 16A, but sub 
stituting 6a-?uoro - lé?-methyl - 17u,21-dihydroxy - 4,9 
(ll)-pregnadiene-3,20-dione 21 - acetate as the starting 
compound, there is thus produced Ga-?UOI'O - 9a-bromo 
11B,17a,21-trihydroxy - 16?-methyl - 4-pregnene - 3,20 

dione 21-acetate. 
Similarly, substituting another 2.1-acylate of 6a-?uoro 

16,B-methyl - Nail-dihydroxy - 1,4,9(11)-pregnatriene 
3,20-dione or a 21-acylate of Got-?uoro-Hall-dihydroxy 
16B-methyl-4,9(ll)-pregnadiene - 3,20-dione wherein the 
acyl radical is, e..g., that of an acid named in the para 
graph following Example 11A, as the starting compound 
in the reaction described in Example 16A, there is thus 
produced the corresponding 2l-acylate of 6ot-flllO1'O-90c 
bromo - 11/3,17ot,21-trihydroxy - 16/3-methyl - 1,4-pregna 

diene-3,20~dione and of 6ot-?ll0l‘O-9oz-bI‘OII10-l1?,l7ot,2l 
trihydroxy - 16B-methyl — 4-pregnene-3,20-dione, respec 
tively. 

Substituting N-chlorosuccinimide for the N-bromoacet 
amide in the reactions described in Examples 16A and 
17A and the paragraph following is productive of the 
corresponding 9‘a-chloro compounds, e.g., 6a-fluoro-9u 
chloro - 11/3,17a,21-trihydroxy - 16a-methyl - 1,4-pregna 

diene-3,20-dione 2l-acetate and 60t-?LIOI‘O-9ot-ChlOI‘O-ll/3, 
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34 
l7u,21-trihydroxy - 16f3-methyl - 4-pregnene - 3,20-dione 

21-acetate. 
‘ EXAMPLE 18A 

To a solution of 6.78 grams of 6a-fluoro-9u-bromo 
11B,17a,21-trihydroxy - 16,8-methyl-1,4-pregnadiene-3,20 
dione ZI-acetate in 175 milliliters of acetone was added 
6.78 grams of potassium acetate and the resulting sus 
pension was heated under re?ux for a period of seventeen 
hours. The mixture was then concentrated to approxi 
mately sixty milliliters volume at reduced pressure on 
the steam bath, diluted with water and extracted with 
methylene chloride. The methylene chloride extracts were 
combined, washed with water, dried over anhydrous so 
dium sulfate and evaporated. The residue was redissolved 
in methylene chloride and chromatographed over 500 
grams of Florisil anhydrous magnesium silicate. The col 
umn was eluted with one-liter portions of hexanes (Skelly 
solve B) containing increasing proportions of acetone. 
There was thus eluted 6a-?uoro-9?,l1/8-epoxy-16?-methyl 
17a,21-dihydroxy - 1,4-pregnadiene-3,ZO-dione 21-acetate 
which was freed of solvent by evaporation of the eluates. 

EXAMPLE 19A 

Following the procedure of Example 18A, but sub 
stituting 6a-?uoro-9a-bromo - 113,17a,21-trihydroxy-16{3— 
methyl - 4-pregnene - 3,20-dione 21-acetate as the start 
ing compound, there is thus produced 6u-?uoro-9B,11B 
epoxy-16?-methyl - 17a,2l-dihydroxy - 4-pregnene-3,20 

dione 21~acetate. 
Similarly, substituting another 2l-acylate of Got-?uoro 

9a-bromo - 11l3,17a,21 - trihydroxy - 16?-methyl - 1,4 

pregnadiene-3,20-dione or a 21-acylate of 6a-?uoro-9a 
bromo - 11B,17a,21-trihydroxy - 16B-methyl-4-pregnene 

3,20-dione wherein the acyl radical is, e.g., that of an 
acid named in the paragraph following Example 11A, 
as the starting compound in the reaction described in Ex 
ample 18A, there is thus produced the corresponding 21 
acylate of 6u~?uoro - 9,8,11,8-epoxy-l6?-methyl - 170:,21 
dihydroxy - 1,4-pregnadiene-3,20-dione and of 6a-?uoro 
9,B,l1B - epoxy-16?-methyl-17¢,21-dihydroxy-4-pregnene 
3,20-dione, respectively. 

EXAMPLE 20A 

6a,9a-di?u0r0=-11/3,1 7a,21-trihydr0xy-1 6B-methyl 
1,4-pregnadiene-3,20-dione 21 -acetate 

To approximately 1.3 grams of hydrogen ?uoride con 
tained in a polyethylene bottle and maintained at minus 
sixty degrees centigrade was added 2.3 milliliters of tet 
rahydrofuran and then a solution of 500 milligrams 
(0.0012 mole) of 6a-?uoro-9?,11B-epoxy-16B - methyl 
17a,21-dihydroxy - 1,4-pregnadiene - 3,20-dione 21-ace 
tate in two milliliters of methylene chloride. The steroid 
solution was rinsed in with an additional one milliliter of 
methylene chloride. The light red colored solution was 
then kept at approximately‘ minus thirty degrees centi 
grade for one hour and at minus ten degrees at two hours. 
At the end of this period it was mixed cautiously with an 
excess of cold sodium bicarbonate solution and the or 
ganic material extracted with the aid of additional meth 
ylene chloride. The combined extracts were washed with 
water, dried over anhydrous sodium sulfate and concen 
trated to approximately 35 milliliters. The solution was 
chromatographed over 130 grams of Florisil anhydrous 
magnesium silicate. The column was developed with 260 
milliliter portions of hexanes (Skellysolve B) containing 
increasing proportions of acetone. There was thus eluted 
6a,9a - di?uoro - 1l?,17oc,21 - trihydroxy - 1613 - methyl 

1,4-pregnadiene-3,20-dione 21-acetate which was freed of 
solvent by evaporation of the eluate fractions. 
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EXAMPLE 21A 

611,911 - di?uoro - ]1?,I711,2I - trihydroxy - 161i - methyl 
4-pregnene-3,20-di0ne 21 -acetate 

Following the procedure of Example 20A, but substi 
tuting 611 - fluoro-9/3,11B - epoxy - 16?-methyl - 1751,21 

dihydroxy - 4-pregnene-3,20-dione 2l-acetate as the start 
ing compound, there is thus produced 601,901-di?U01‘O-11B, 
1711,21 - trihydroxy - 16f3-methyl - 4-pregnene-3,20-dione 

21-acetate. 
Similarly, substituting another 2l-acylate of 611-?uoro 

95,11/3 - epoxy - 1711,2l-dihydroxy - 16,8-methyl - 1,4 

pregnadiene - 3,20-dione or a 21-acylate of 611-?uoro-9?, 
11,6 - epoxy-1711,21-dihydroxy - 16?-methyl - 4-pregnene 

3,20-dione wherein the acyl radical is, e.g., that of an 
acid named in the paragraph following Example 11A, 
as the starting compound in the reaction described in 
Example 20A, there is thus produced the corresponding 
21-acylate of 611,911 - di?uoro - 1113,1711,21 - trihydroxy 
16? - methyl-1,4 - pregnadiene - 3,20-dione and of 611,911 
di?uoro - 11?,1711,21-trihydroxy - 16?~methyl-4-pregnene 

3,20-dione, respectively. 
EXAMPLE 22A 

611,911 - di?uoro - 16B - methyl — 1711,21-dihydr0xy - 1,4 

pregnadiene—3,11,20-tri0ne 21 -acetate 

A solution was prepared containing one milliliter of 
acetic acid, ?fty milligrams of 611,911-di?uoro - 115,171, 
21 - trihydroxy — 16,8 - methyl - 1,4-pregnadiene - 3,20 

dione 21-acetate, twenty milligrams of chromic anhydride 
and one drop (approximately ?fty milligrams) of water. 
This mixture was shaken several times at room tempera 
ture and allowed to stand for four hours. Thereafter it 
was poured into ten milliliters of water and refrigerated 
for twenty hours at about ?ve degrees centigrade. The 
steroid which separated from the aqueous mixture was 
collected on ?lter paper and dried to give 611,9oc-dl?ll0l'0 
16,8 - methyl - 1711,2l-dihydroxy - 1,4-pregnadiene-3,l1, 

20-trione ZI-acetate. 

EXAMPLE 23A 

611,911 - di?uoro - 16B - methyl - 1711,21 - dihydroxy-ll-preg 

Ilene-3,11,20-tri0ne 21 -acetate 

Following the procedure of Example 22A, but substi 
tuting 611,911 - di?uoro - 115,1711,21 - trihydroxy - 165 

methyl-4-pregnene-3,20-dione 21-acetate as the starting 
compound, there is thus produced 611,911-di?uoro-16? 
methyl - 1711,21 - dihydroxy - 4-pregnene - 3,11,20-trione 

21-acetate. 
Similarly, substituting another 21-acylate of 611,911-di- ' 

?uoro - 11,8,1711,21 - trihydroxy - 16/3 - methyl - 1,4-preg 

nadiene-3,20-di0ne or a 21-acylate of 611,911-di?uoro-11?, 
1711,21 - trihydroxy - 16B - methyl - 4-pregnene - 3,20 

dione wherein the acyl radical is, e.g., that of an acid 
named in the paragraph following Example 11A, as the 
starting compound in the oxidation reaction described in 
Example 22A, there is thus produced the corresponding 
Zl-acylate of 611,911 - di?uoro - l6B-methyl - 1711,21 - di 

hydroxy - 1,4-pregnadiene - 3,11,20-trione and of 611,911 
di?uoro - 1613 - methyl - 1711,21 - dihydroxy - 4~pregnene— 

3,11,20-trione respectively. 
EXAMPLE 24A 

611,911 - di?uoro - ]I?,I7a,2I - trihydroxy - 165 - methyl 
I,4-preg/mdiene-3,20-dione 

Three and one-quarter (3.25) grams of 611,911-di?uoro 
11/3,1711,2l - trihydroxy - 16?-methyl - 1,4-pregnadiene 

3,20-dione 21-acetate was dissolved in 325 milliliters of 
methanol, previously purged of air-oxygen by passing ni 
trogen through it for ten minutes and thereto was added 
a solution of 1.63 grams of potassium bicarbonate in thirty 
milliliters of water, similarly purged of oxygen. The mix 
ture was allowed to stand at room temperature for a 
period of five hours in a nitrogen atmosphere, and then 
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neutralized with 2.14 milliliters of acetic acid in forty 
milliliters of water. The mixture was concentrated to ap 
proximately one~third volume at reduced pressure on a 
sixty-degree-centigrade water-bath. Thereupon 250 milli 
liters of water was added and the mixture chilled. The 
crystalline product was collected on a ?lter, washed with 
water and dried to give 611,911-di?uoro - 11B,17o1,21-tri 
hydroxy-16B-methyl-l ,4-pregnadiene-3 ,20-dione. 

EXAMPLE 25A 

611,911 ~ di?uoro - I1b,I711,2I - trihydroxy ~ 165 - met/1y! 
4-preg/zene-3,20-a’i0/ze 

Following the procedure of Example 24A, but substi 
tuting 611,911 - di?uoro - 1l?,1711,21 - trihydroxy - 16/3 
methyl-4-pregnene-3,20-dione 21-acetate as the starting 
compound, there is thus produced 611,911-di?uoro - 11,6, 
1711,21-trihydroxy-l6?-methyl-4~pregnene-3,20'dione. 

Similarly, 6a,911-di?uoro-16B-methyl - 1711,21 - dihy 
droxy-4-pregnene-3,11,20-trione 21-acetate is hydrolyzed 
to 6u1,911-di?uoro - 16B - methyl-171131-dihydroxy-4-preg 

nene-3,l1,20-trione and 611,911 - di?uoro-16?-methyl-1711, 
2l-dihydroxy-1,4-pregnadiene - 3,11,20 - trione 21-acetate 
is hydrolyzed to 611,911-di?uoro - 16/3 - methyl-1711,21-di 
hydroxy - 1,4 - pregnadiene-3,11,20-trione. The corre 
sponding 911-chloro compounds are similarly prepared by 
hydrolysis of their 21-acetates, e.g., 611-?uoro-911-chloro 
11?,1711,21-trihydroxy-16fi-methyl-1,4-pregnadiene - 3,20 
dione and 651-?uoro-911-chl0ro-1'1{3,1711,21 - trihydroxy 
16,8-methyl - 4 - pregnene-3,20-dione are prepared from 
611-?uoro-911-chloro-11B,1711,21-trihydroxy - 165 - methyl 
1,4-pregnadiene-3,20-dione 21-acetate and from 611-fluoro 
911 - chloro-l1B,1711,21-trihydroxy-16?-methyl - 4 - preg 

nene-3,20-dione 21-acetate, respectively. 
EXAMPLE 26A 

A solution was prepared containing ?fty milligrams of 
611,911-di?uoro - 11?,1711,21 - trihydroxy-16B-methyl-1,4 
pregnadiene-3,20-dione in one milliliter of pyridine and 
one milliliter of propionic anhydride. The solution was al 
lowed to stand at room temperature for a period of 21 
hours and was thereupon poured into ten milliliters of Wa 
ter. The reaction mixture was then extracted with three 
ten-milliliter portions of methylene chloride, the methyl 
ene chloride extracts were combined, washed with water, 
dried over anhydrous sodium sulfate and evaporated to 
give a residue of 611,911-di?uoro-11?,1711,21-trihydroxy 
16,8-methyl-1,4-pregnadiene-3,20-dione 21-propionatc. 

EXAMPLE 27A 

601,911-di?t101'0-1 1B,] 711,21 -trihydroxy-1 6 ?-methyl-li 
pregnene-3,20-di0ne ZJ-propionate 

Following the procedure of Example 26A, but sub 
stituting 611,911-di?uoro-11?,1711,21-trihydroxy - 16?-meth 
yl-4-pregnene-3,20-dione as starting compound, there is 
thus produced 611,911-di?uoro-11,8,1711,21-trihydroxy-16B— 
methyl-4-pregnene-3,20-dione 21-propionate. 

Similarly, 611,911 - di?uoro-16,8-methyl-1711,21 - dihy 
droxy-1,4-pregnadiene-3,11,20-trione is converted to 611, 
911-di?uoro - 16B - methyl-1711,21-dihydroxy-1,4-pregna 

diene-3,11,20-trione 21-propionate and 611,951-di?uoro-16? 
methyl-1711,21-dihydroxy-4-pregnene - 3,11,20 ~ trione is 

' converted to 611,911-di?uoro-16?-methyl-l711,21-dihydroxy 
4-pregnene-3,11,20-trione 21-propionate. 

Similarly, substituting another acylating agent for the 
propionic anhydride in the esteri?cation of 611,911-di?uoro 
1lB,17a,21-trihydroxy-16/8-methyl - 1,4 - pregnadiene-3, 
20-dione or 6a,911-di?uoro - 11B,1711,21-trihydroxy-16? 
methyl-4-pregnene-3,20 - dione, e.g., in the manner de 
scribed in paragraph following Example 11A, there is 
thus produced other 21-acylates of 611,911-di?uoro-11/3, 
1711,21-trihydroxy-16?-methyl - 1,4 - pregnadiene - 3,20 

dione and of 611,911-di?uoro - 115,171,21 - trihydroxy-165‘ 
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methyl-4-pregnene-3,ZO-dione, respectively, wherein the 
acyl radical is, e.g., that of an acid named in the para 
graph following Example llA. The corresponding 11 
keto compounds are similarly converted to their corre 
sponding 21-acylate esters. 

EXAMPLE 28A 

6 oc-?llOl'O-l 15,1704,21-trihydr0xy-16B-methyl-L4 
pregnadiene-3,20-a'ionc 21 -methanesulf0na re 

A solution was prepared containing one gram (2.6 mil 
limoles) of 6a-?uoro-1l?,l7a,2l-trihydroxy - 16B-methyl 
1,4-pregnadiene-3,20-dione in seven milliliters of pyridine. 
This solution was cooled to zero degrees centigrade and 
treated with 0.3 milliliter of methanesulfonyl chloride. 
Thereafter the solution was allowed to stand at zero to 
?ve degrees centigrade for a period of two hours, after 
which it was diluted with water and extracted with three 
25-milliliter portions of methylene chloride. The extracts 
were combined, washed with cold dilute hydrochloric acid 
until the aqueous layer ‘had a pH of two to three, then 
washed again with cold sodium bicarbonate solution, wa~ 
ter and ?nally dried over anhydrous sodium sulfate. Evap 
oration of the methylene chloride extract at reduced pres 
sure left a residue of 6zx-?uoro-1l?,17a,2l-trihydroxy-l65 
methyl-1,4-pregnadiene-3,20-dione ZI-methanesulfonate. 

Similarly, substituting 6a-?uoro-1l/3,l7a,21-trihydroxy 
16,8~methyl-4-pregnene-3,20-dione as the starting com 
pound, there is thus produced 6a-?uoro-1lB,l7a,21-trihy 
droXy-16?-methyl - 4 - pregnene-3,20-dione 21-methane 
sulfonate. The corresponding 9a-chloro and 9a~?uoro 21- O 
methanesulfonate compounds are similarly prepared. 

EXAMPLE 29A 

6 u-?zzoro-l 15,1 7a-dihydr0xy-16,6-miethyZ-21Jada-1,4 
pregnadiene-3,20-di0ne 

The crude 6oL-?tl01‘0-11B,17a,21 - trihydroxy-16?-meth 
yl-l,4—pregnadiene-3,20-dione 2l-methanesulfonate de 
scribed in Example 28A was dissolved in ?fteen milliliters 
of acetone and treated with a solution of one gram of 
sodium iodide in ten milliliters of acetone. The mixture 
was ‘heated under re?ux with stirring for a period of ?f 
teen minutes, the heat then reduced and the mixture con 
centrated to one-third volume at reduced pressure. Ice and 
water were added and the precipitated product collected 
on a ?lter, washed with water and dried to yield 6u-?uoro 
11,3,17a-dihydroxy-16,8-methyl-2l-iodo-1,4 - pregnadiene 

3,20-dione. 
Similarly, substituting 6a-?uoro-11,8,l7a,21-trihydroxy 

16,8-methyl-4-pregnene-3,20-dione 21 - methanesulfonate 
as the starting compound, there is thus produced 6a- 0 
?uoro-llBJh-dihydroxy - 16B - methyl - 2l - iodo-4 

pregnene-3,20-dione. The 9a-chloro and 9a-?uoro ana 
logues of both of these compounds are similarly prepared. 

EXAMPLE 30A 

One gram of 6a-?uoro-l1/3,l7a-dihydroXy-l6?-methyl 
2l-iodo-l,4-pregnadiene-3,20-dione was dissolved in 150 
milliliters of boiling acetonitrile. After cooling to forty 
degrees centigrade, the solution was protected from light 
and 0.8 milliliter of a ?fty percent aqueous solution of 
silver ?uoride was added under stirring. Stirring was 
continued for one hour at about forty degrees centigrade, 
then 0.7 milliliter of silver ?uoride solution was added. 
After another hour of stirring another ‘0.7 milliliter por 
tion of aqueous silver ?uoride solution was added. Heating 
and stirring was then continued for a period of two hours. 
The brown mixture was then ?ltered through a bed of 
diatomaceous earth (Celite) and the ?ltrate evaporated 
at reduced pressure at a bath temperature of ?fty de 
grees centigrade. The brown residue was thoroughly ex 
tracted with two 100-milliliter portions of warm methylene 
chloride, the combined extracts washed with water and 
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dried over anhydrous sodium sulfate. The dried solution 
was concentrated to approximately 100 milliliters and then 
chromatographed over ?fty grams of magnesium silicate 
(Florisil). The column was eluted with hexanes contain 
ing increasing proportions of acetone to give 65¢,21-di 
?uoro-ll,8,l7a-dihydroxy-l6?-methyl - 1,4 - pregnadiene~ 

3,20-dione. 
In the same manner as given in ‘Examples 28A to 30A, 

6049a - di?uor-o - 11,8,l7a,2l-trihydroxy-l6?-methyl - 1,4 

pregnadiene-3,20-dione was converted to 6a9a,21-tri?u 
oro~l1,8,l7u-dihydroXy-l6,8-methyl-1,4-pregnadiene—3,20 - 

dione. 
Similarly, substituting 65t-?uoro-1 l?,17a-dihydroxy-16B 

methyl-2l-iodo-4-pregnene-3,20-dione starting compound, 
there is thus produced 6a,21-di?uoro-11/3,l7a-dihydroxy 
l6?~methyl-4-pregnene-3,20-dione. 60:,9oc,21 - tri?uoro - 

11,8,17a-dihydroXy - l6?-methyl-4-pregnene-3,20-dione is 
similarly prepared from 60¢,9ot-di?ll0l‘O-1l?,17oc—dihydrOXY~ 
Ion-methyl - 2l-iodo-4-pregnene-3,20 - dione. The corre 
sponding 9u-chloro compounds are similarly prepared. 

EXAMPLE 31A 

A solution of one gram of 6a-?uoro-1l5,17u,2l-trihy 
droxy-16?-methyl-L4 - pregnadiene - 3,20-dione 21-meth 
anesulfonate and ‘0.50 gram of anhydrous potassium 
?uoride in ten milliliters of dimethylsulfoxide was heated 
at 100 degrees centigrade for twelve hours. The cooled 
solution was diluted \with ‘water and then extracted with 
methylene chloride. The extracts were dried and chroma 
tographed over magnesium silicate in the manner de 
scribed in Example 30A to give substantially pure 6a,2l 
di?uoro-l 1p',17a-dihydroxy-16?-methyl-l,4 - pregnadiene~ 
3,20-dione. 

EXAMPLE 32A 

A solution was prepared containing 0.5 gram of -6a,21 
di?uoro-l1,8,l7a-dihydroXy~l6{3-methyl-1,4 - pregnadiene 
3,20-dione, 0.15 gram of chromic acid, ten milliliters of 
glacial acetic acid and one-half milliliter of water. This 
mixture was stirred and then maintained for eight hours 
at room temperature. Thereafter the mixture was poured 
into ?fty milliliters of ice water, neutralized by the addi 
tion of dilute sodium hydroxide and the thus-obtained 
precipitate collected on a ?lter and recrystallized three 
times from a mixture of ethyl acetate and Skellysolve B 
hexanes to give 6a,2l-di?uoro-165-methyl-17a-hydroxy 
1,4-pregnadiene-3, l 1,20-trione. 
In the same manner given in Example 32A, 6a,9oc,2l 

tri?uor-o-l l5, l7a-dihydroxy-16/3-methyl-1,4 - pregnadiene 
3,20-dione was oxidized to 6a,9a-21-tri?uoro-16?-methyl 
17a-hydroXy-l,4-pregnadiene-3,l1,20-trione. 

Similarly, 611,21 - di?uoro-16?-methyl-17u-hydroxy-4— 
pregnene-3,ll,20-trione is prepared from 601,21-dl?1l01‘0 
1 1B,l7a-dihydroxy-16,8-methyl-4-pregnene-3,20-dione and 
6a,9a,2l-tri?uoro-l6B-methyl-l7a - hydroxy-4-pregnene 
3.1 1,20-trione is prepared from 6a,9oc,2l-tfi?uOI‘O-115,170: 
dihydroxy-l6B-methyl-4-pregnene-3,20-dione. The corre~ 
sponding 9a-chloro compounds are similary prepared. 

EXAMPLE 33A 

150 milligrams of 6ot-?uoro-ll?,l7a~dihydroXy-l65 
methyl-2l-iodo-l,4-pregnadiene~3,20-dione was slurried 
with ?ve milliliters of acetic acid and stirred for a period 
of 45 minutes. Then an aqueous solution of 250 milli 
grams of sodium thiosulfate pentahydrate was added caus 
ing the iodine color to disappear, Additional water was 
added (?fty milliliters) and the mixture extracted with 
three 25-milliliter portions of methylene chloride. The 
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methylene chloride extracts were combined, washed with 
water and cold sodium bicarbonate solution until all 
acetic acid was neutralized. After drying over anhydrous 
sodium sulfate, the solution was concentrated to approx 
imately ?fteen milliliters and chromatographed over ten 
grams of magnesium silicate (Florisil). The column was 
developed with hexanes containing increasing propor 
tions of acetone, to “give substantially pure 6a-?u0ro-11B 
17u-dihydroxy-16?-methyl<1,4-pregnadiene-3,20-dione. 

Following the procedure of ‘Example 33A, 6ot,9u-di 
?uoro-11?,l7a-dihydroxy-16B-methyl-21-iodo-L4 - preg 
nadiene-3,2()-dione was converted to 6u,95t-di?uor0-11?, 
17m-dihydroxy-1GB-methyl-l,4-pregnadiene-3,20-dione. 

Similarly, 6oc-?Ll0I‘0-11,B,l7oc - dihydroxy-16?-methyl-4 
pregnene-3,20-dione is prepared from 6a-?uoro-11?,17a 
dihydroxy-IGB - methyl-21-iodo-4 - pregnene-3,20-dione 
and 6a,9a-di?uoro-11B,17a-dihydroxy-16,8 - methyl - 4 

pregnene-3,20-dione from 6a,9a—di?uoro - 11,6,17a-dihy 
droxy-l6?-methyl - 21-iodo-4~pregnene-3,20-dione. The 
corresponding 9a~chloro compounds are similarly pre 
pared. 

EXAMPLE 34A 

A mixture was prepared containing 0.3 gram of 6a 
?uoro - 116,17 a- dihydroXy-16,B-methyl-1,4-pregnadiene 
3,20-dione, 100 milligrams of chromic anhydride, ten mil 
liliters of glacial acetic acid and one-half milliliter of 
water. This mixture was stirred and thereupon maintained 
for eight hours at room temperature. Thereafter the mix 
ture was poured into ?fty milliliters of ice water, neutral 
ized by the addition of dilute sodium hydroxide and the 
thus-obtained precipitate collected on a ?lter and dried to 
give 6a-fluoro-16?~methyl-17a-hydroxy - 1,4-pregnadiene 
3,11,20-trione. 

Following the procedure of Example 34A, 6a,9a-di 
?uoro-1l/3,17a-dihydroxy-16? - methyl-1,4 - pregnadiene 
3,20-dione was oxidized to 6a,9oc-di?u0l‘0—16,8-methyl-17a 
hydroxy-1,4-pregnadiene-3,11,20-trione. 

Similarly, 6a-?uoro-16?-methyl - l7a-hydroxy - 4-preg 

nene-3,11,20-trione is prepared from 6u-?uoro-11/8,17<x 
dihydroxy - 165 - methyl-4-pregnene-3,20-dione and 6a, 
90:. - di?uoro - 16,8-methyl-17a-hydroxy-4-pregnene-3,11, 

20-trione is prepared from 6a,9u-di?uoro - 11B,17u-dihy 
droxy - 165 - methyl - 4 - pregnene-3,20-dione. The cor 

responding 9a-chloro compounds are similarly prepared. 
We claim: 
1. 6oz - ?uoro - 11,8,17a,21 - trihydroxy-16,8-methyl-4 

pregnene-3,20-dione. 
2. 6oz - ?uoro - 11,B,17oc,2l - trihydroxy-16?-methyl-4 

pregnene-3,20-dione 21-acylate wherein the acyl radical 
is that of a hydrocarbon carboxylic acid containing from 
one to twelve carbon atoms, inclusive. 

3. 6a - ?uoro - 11,3,l7a,21 - trihydroxy-16?-methyl-4 

pregnene-3,20-dione ZI-acetate. 
4. 60a - ?uoro - 165 - methyl - 17u,21-dihydr0xy-4-preg 

nene-3,11,20-trione 2 l-acetate. 
5. 6oz - ?uoro - 16B - methyl - 170c,21 - dihydroxy-4 

pregnene-3,11,20-trione. 
6. 60a - ?uoro - 9a - halo-1l?,17u,21-trihydroxy-l6,B 

methyl-4-pregnene-3,ZO-dione 21-acylate wherein the acyl 
radical is that of a hydrocarbon carboxylic acid contain— 
ing from one to twelve carbon atoms, inclusive, and where 
in the halogen has an atomic weight from 19 to 36, in 
clusive. 

7. 60:,9oc - difluoro - 11B,17a,21~trihydroXy-16,B-methyl 
4-pregnene-3,20‘-dione 2l-acetate. 

8. 60¢,9a - di?uoro - '115,1704,21-trihydroxy416?-methyl 

4-pregnene-3,20-dione. 
9. 6oz - ?uoro - 165 - methyl - 17a,21—dihydroxy-l,4 

pregnadiene-3,l1,20-trione 2l-acetate. 
10. 60c - ?uoro - 16,8 - methyl - 17a,21-dihydroxy-1,4 

pregnadiene-3,11,20-trione. 
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11. 6oz - ?uoro - 11[3,17a,2l-trihydroxy-l6?-methyl-1,4~ 

pregnadiene-3,20-dione. 
12. 60¢ - ?uoro - 11?,17a,21 - trihydroxy - 16,8-methyl 

1,4 - pregnadiene-3,20-dione ZI-acylate wherein the acyl 
radical is that of a hydrocarbon carboxylic acid contain 
ing from one to twelve carbon atoms, inclusive. 

13. 60c - ?uoro - 11?,17a,21 - trihydroxy - 16,8-methyl 

1,4-pregnadiene-3,20-dione 21-acetate. 
14. 60c - ?uoro - 90c - halo - 11,3,17a,2l - trihydroxy 

l6,6-methyl-1,4-pregnadiene-3,20-dione 21-acetate wherein 
the acyl radical is that of a hydrocarbon carboxylic acid 
containing from one to twelve carbon atoms, inclusive, 
and wherein the halogen has an atomic Weight from 19 
to 36, inclusive. 

15. 6a,9a - di?uoro — 11B,17a,21 - trihydroxy - 165 
methyl-l,4-pregnadiene-3,20-dione 21-acetate. 

16. 60:,9a - di?uoro - l1/3,17ix,2l - trihydroxy-16(3 

methyl-1,4-pregnadiene-3 ,20-dione. 
17. 611,21 - difluoro - 11,8,170: - dihydroXy-16?-methyl 

1,4-pregnadiene-3,20-dione. 
18. 6a,9a,21 - tri?uoro-l16,17a-dihydroxyl-l6B-methyl 

1,4-pregnadiene-3,20-dione. 
19. 604,21 - di?uoro - 1l/8,17a - dihydroxy-16?-methyl 

4-pregnene-3,20-dione. 
20. 6a,9ot,21 - tri?uoro-l1,8,17a-dihydroxy-16?-rnethyl 

4-pregnene-3,20-dione. 
21. 6a-?uoro-1113,17a-dihydroxy-16p-methy1 - 4 - preg 

nene-3,20-dione. 
22. 601,95; - di?uoro - 11p,17a-dihydroxy-165-methyl-4 

pregnene-3,20-dione. 
23. 6a - ?uoro - 115,170; - dihydroXy-16p-methyl-L4 

pregnadiene-3,20-dione. 
24. 600,90: - di?uoro - 11,8,17a-dihydr0xy-16?-methyl 

1,4-pregnadiene-3,20-dione. 
25. 6u-fluoro-165-methyl steroid compound of the for 

mula: 

CH5 

/ 

r 

wherein R is a member of the group consisting of hydro 
gen and the acyl radical of a hydrocarbon carboxylic acid 
containing from one to twelve carbon atoms, inclusive; 
R’ is a member of the group consisting of ?-hydroxy and 
keto; and X is a member of the group consisting of hy 
drogen, ?uorine and chlorine. ' 

26. 16/3-methy1 steroid compounds of the formula: 

wherein R is a member of the group consisting of hy 






